
mm copy £ ^ \) 



PCT/JP99/01512 



0 ^ B S ft 09.04.99 

PATENT OFFICE 
JAPANESE GOVERNMENT 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



aj m # n 0 

Date of Application: 

& m # ^ 

Application Number: 

iii IS A 
Applicant (s): 



199 8^ 3^270 



recd 2 8 MAY 1999 



WIPO 



PCT 



O 0 4 6 7f 



PRIORITY 
DOCUMENT 



CERT/F/ED COPy OF 




™ s p oge Blank (uspto) 



10-100467 



B38JP 

[mmnm^mi cm 15/00 

C12N 15/12 

[&mx&%ffi] niMBizm&m®* 3-31-8 
[ft*] #;n #r 

[ftffiXttSffi] ««flWtt#r^*eiEH«rSl -3-4- 

[Sffixttjgffi] ««jmto^itinii2Att 5-3-10- 



[»JB!I#^] 000206956 
100065215 

[#3I±] 

[ft*X«*^] H« 15- 
[MSS-lf] 06-203-0941 



Ms Page Blank (uspfo) 




10—100467 



100076510 
[f$B(J#-if] 100086427 
[^SH#-^3 100090066 

[Ri&xtii&«;] *;n HSU 

[f§jg!l##] 100094101 

[R^xtt^is?] fig myt 

[«JM##] 100099988 
[SRJMIS-^] 100105821 
l&ffltt] 100099911 



2 



ftIE#¥ 11-3030760 




iff sfL 10 — 1 00467 



l&ffl&^rl 100108084 

H8»!I#-&] 100109438 
[#3I±] 

KKB!I#-&] 100109427 
[J££Xtt£#] IS* ?£A 

[^M£4fi#^] 001616 

2i,ooora 

wmm i 

M l 

i 

S*ir« l 

9708032 



3 



fflSEW ¥• 1 1-3030760 




m 

10-100467 



£TF© (a) XIZ (b) ®8aRS:3-Kt5iJ:fe#«i:t 

(a) mi izm-tr^ ;mmmzm?2>m.&M 

(b) mi izb~?t^ Jwmmz.-&\\T. imv<te&m:<DTs. ;m&x&: 

[f*52] '^TO (a) Xtt (b) (DDNAZm-t&itfc* 

(a) 02 — 8 {C^$;ft£^@e#HC;}3^T, ^#-^1 45 — 1487 {C 
tl 5&S@E#J^ £> & -5 D N A 

(b) H2~8 K^£:ftS&Sli?aiC;J5^T, SSSf 1 45-1487 IZ 

U lr3p5 1tStt«feftS5eR&3-Kt«DNA. 

[ff^3] 02 — 8 {C^$ti-&^S@B^!IT*fe^»^:^l X&2lcfH^(Z>fc: 
h P 5 1 Mfc^o 

[»^4] J£*T<Z> (a) XI* (b) ODNA^tt§cDNA„ 

(a) 02 — 8 lC^£*l£i&«I3?[RC;J3^T, 1 4 5 — 1 4 8 7 IC 
c5 tl <5 i^SBB^J^ £> & <5 D N A 

(b) 02 — 8 {C^StlS^ggg^RCfc^T, filtf 14 5~1 4 8 7|C 

[tt#£5] 02-8 lCjf;£;ft&j&M2#RCfcV^, Hlf#14 5~14 

[ft 6] fjt#:g 1M4 ^©itfc^fc^ -ts^? # - 0 

[»#£8] J£*T£> (a) Xfcfc (b) £*VfSaft, 
(a) 01{3t7^;iS?O$:ttSgaS 

1 £§E#^ 11-3030760 
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[0 0 0 1] 
[0 0 0 2] 

P 5 3g0ttDNA®lJ|9>f^SV4 0 (D^mTffim ^^WSfi 

TzsMB^-t^izmmizmAt z z t iz <t o rmmmtfi b ? >x ? * - a$ tie 

*fc^l§^ttit^^LT^I^tl-5Li-Fraumeni5EE^{CfeV>Tp 5 3lfe?0 

£ [Baker, S. J., et al. , Science, 244, 217-221 (1989): Nigro, J. M. , 
Nature, 342, 705-708 (1989)] „ 
[0 0 0 3] 

Hhp5 3ga«, 3 9 3©7^;i^f,^iJ, *£<NpfcS8K*>f >(1~10 
1#@©7S yfifcffi«), 37 K*>f >(102~292#g<Z)y^ 7 ^flUgcK &tfC3fc 
S8 K * >f > (293~393# g © T ^ J WW$.) © 3 fMK # # £ *l 3 0 N K ;* -f 



miiE^^ 11-3030760 




10-100467 

sr^A/rfcy, imgt&iDN Affi&>pDN Amm<Dm>ffimmz v^y^y^-u 

[0 0 0 4] 

.if*«N5fsjg^& ioo~3oo r$ ;M(Dffimz&m-t2>=iT F*>f >, #ica 

$rMxT^#$tlfe^y h • Xtfy h (Hot Spot) ZffiZtl&ffii&lZMrpLT^ 
2>o ^5n7 F*-f y^CDfrv h • ^/K-/ hMlip 5 3gSi:DNAi:0^ 

[0 0 0 5] 

[0 0 0 6] 

1 i£^&C I P 1 , i^ttSD I 1 i:-g"t>tl§ : El-Dairy, W.S.,et al., Cell, 75 
, 817 (1993)) ; MDM 2 (Wu.X. ,et al., Genes Dev., 7, 1126 (1993)) ;MCK(W 
eintraub.H.,et al. ,Proc. Natl. Acad. Sci. USA, 88, 4570 (1991): Zambetti.G.P. , 
et al., Genes Dev. ,6,1143 (1992)] , GADD4 5 (Kastan,M.B. ,et al.,Cell 
,71,587 (1992)) . iM?U>G [Cyclin G:0kamoto,K. ,EMB0 J., 13, 4816 (199 

4) ) , BAX (Miyashita,T.,et al . ,Cel 1 ,80 ,293 (1995)) , D >$tj&S 
H^-^-^^a3 (IGF-BP3: Buckbinder,L. ,et al ., Nature, 377,646 (199 

5) ) teEzm^-t&^ttf-v^&e 

[0 0 0 7] 

p 2 lateen- K-rssafti*, vy? v yfo&ft^i—i? (cdk)®i 
fgeRT?*y, s?£Mp 53ge^ P 2 1 ^vxmmmm^mmizmmr 

Z>ZL£tfW®lsT^Z> CHarper,J.W.,et al . ,Cel 1 ,75,805 (1993): Xiong,Y.,et 
al. .Nature, 366, 707 (1993): Gu,Y.,et al ., Nature, 366, 701 (1993)) „ £fcp 

2iiem *%y&Mti&mffim (pcna) izm&LT. mmDKAo&mz&i 

ffl-t£Z\ t.&mgZftT^Z (Waga,S.,et al . .Nature, 369, 574 (1994)) „ JglC 
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#3* 10-100467 



I l^>E-7-i:lf-©a^T^^Z:i:^J^bT^-5 (Noda,A.,et al.,Exp.Cel 
1 Res. ,211,90 (1994)3 . 
[0 0 0 8] 

MDM2H p 5 SgetC^LT^gacDe^MflrfSttSr^fSttft-tSifc 
[0 0 0 9] 

IGF-BP3&I GFi/tf±Mk®g.<DmWm3--£$>Z> B ZlCDfetop 53g 
[0 0 10] 

£#f8€r3*lTV*S [Yonish-Rouach,E. ,et a 1. , Nature, 352, 345 (1991)] „ jft 
Lowe, S.W., Nature, 362, 847 (1993): Clarke, A. R. ,et al ., Nature, 362, 849 (1993 

» . *fep5 35en MR* miz^^xm^mm^mmB^ (rb 

Jtte^) ?SttS:^oT^«ifimiS©7^^«r-r * *&5E&SN|t > r& [Pan,H. ,and G 
riep,A.E., Genes Dev. ,8,1285 (1994): Morgenbesser,S.D. ,et al., Nature, 371 
® ,72 (1994): Howes, K. A. , Genes Dev. ,8,1300 (1994): Symonds,B. ,et al., Cel 

1,78,703 (1994)) „ %v a hmz. p 5 3 geiiR Bm^^skommKmrn 

LTV^5 [White, E.,Nature,371, 21 (1994)) . 
[0 0 11] 

ffimM&T'l*Um<DT&T*mmT> 5 3#^£SlCJi*J, 7 # N — >X &»**U 
fDd^iyiiSlfc^p 5 33tfc^£p 5 3 ^^^MfiSm^^^l^ 
T'if$ilT*^£fg#£tf-^1-£ (anchorage- independency £-£x.£) (Xu et al., 
Jpn. J. Cancer Res. 86: 284-291 (1995) ; Kato et a 1. , Int. J.Oncol .9:269-277) 

o 

4 ffif£#¥ 1 1-3030760 
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[0 0 12] 

B AX£73Kh-£/;*©OTJH^-T&6 b c 1 - 2 iZffi<&-?Z> 3 T 
aK^T-W y ^3&jWIS5ES:iE3i't<5 C01tvai,Z.M. ,et al . ,Cel 1,74,609 (1993)) 
« P 5 3gmcJ:5B AXm^COmMt b c 1 - 2<DW.'P\*. V^^ej&^M 
BS^Ml ©T^h-S/XlCM^LTfey [Miyashita.T. ,et al . .Oncogene, 9, 179 
9 (1994)) , %.lZT#h-SsXlZM-t€>T>£^(Di/>f±)b • b^>Xfa-^- 

COwen-Schaub,L.B. ,et al., Mol.Cell Biol 1 . ,15,3032 (1995)) „ 
[0 0 1 3] 

L T £ Sffi*^ D N A ®&ff&&tttgtffe S 3 £ #;g*3 tlT V * & 

o 

[0 0 14] 
[0 0 15] 

*WJB©DNA&fc»WflSLfcy, iM^±$ttiJg^Mbit U , 7rf\ 

5 {fJ§E$£¥ 11-3030760 
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V V*frb®m^&<Dlzm$LT^Z>tmZ-t>ftT^h [Ganman.C 
.E.,et al., Genes Dev. ,9,600-611 (1995) : GraeberJ.G. ,et al . .Nature, 379,88 
-91(1996): Linke,S.P.,et al., Genes Dev. ,10,934-947 (1996): Xiang,H.,et a 
1., J.Neurosci. ,16, 6753-6765 (1996)] e 
[0 0 16] 

O ^fc%L$ s izmmisfrmmmM$:&L&-tz>%m*. mm^mmmm^imm^^ 

ttm't&1±to<Dli1totli&mi3&t.&V$& CHayashi,H.,et al . , Lancet, 345,1 
257-1259 (1995)] „ 
[0 0 17] 

jEfcp 5 aged*, Ttfh-tsxmmmtf&zztfrb. y j • $ 
-zm^Tmmmmzm&mv 5 smB^mxt^B^m^mxniDti 

s ^O^^ltt^^StlT^e CRoth,J.A.,et a 1. , Nature Med. ,2,985-991 (19 
96)) . 

[0 0 18] 

5 smmzmwit^mmmmwmmm^t^m^B^tE-t^-psmmfjmm 

11 (NHL) ©fa^|^}C&£fcVN3££ji,ffiL£ 0 
[0 0 19] 

ifii&it&^tfSlfgcStlfc CKaghad,M. ,et al. , Cell, 90, 809-819 (1997)) „ _h 
ffi#38l|l!#e>©*IjiK: P 7 3^aii, m^mmt K^^>(1~4 5# 

@07^;iIi)ICfc^tt hp 5 3lfii:2 9%0ffiitt$:gU 

>(113~290#B©7S 7Sft««)JCfeWSffiHtttt6 3%T?, *-y y 
3>fM(319~363#S©T^ y|»1K«)©ffiHtttt3 8%T&£ 0 

6 ffll2E#¥ 11-3030760 
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, C**K^>f >tCMLT»P 73lfihp5 3gBfc©raiC^ftfcffiHttfcfcB 
[0 0 2 0] 

P 7 3ge©a5H»3KlCJ:oT, ttlfllJItt^SAO S 2 jjM(#0gffi*ffl 
ffi«c)©^**««riWSti*vli:, £fcp 7 3g6<Z>-B£l$&Si§3lfcj;oTS AO 

3*1*0*5 [Bruce Clurman and Mark Groudine, Nature, 389, 122-123 (1997): C 
hristine.A. ,et al ., Nature, 389, 191-194 (1997)] . 
[0 0 2 1] 

L#L&#€k P7 3ga&, iE^7ffi^^CfeV^T^i{gV^p/<;l/T*LA^|§^LJfe 
t\£T*P 5 3 h4>*H&oT^£o ££>{c, ft&BMfflJI&Hc C 3 p 7 3 13 

lCfcV^=&P 5 3gatIfeot^fe„ 
[0 0 2 2] 

z.(DXo\zv 7 3gaii, p 5 3gEai:^<Hi-©fl||Bfclii^f*%©*eii* 

ate & vf & m% m&mmwm t l x &nr5 » *i & n & & . 

[0 0 2 3] 
[0 0 2 4] 

7 ffiSE4#¥ 11-3030760 
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[0 0 2 5] 
{MM * M&* Z> fe to 

«fc»J P 5 3gBJ£tfMc*K ®^^M«ilg$:^febTVN^M^M#l^#^b 
[0 0 2 6] 

[0 0 2 7] 

•tftt)^, *mmitrm d) - (3) tcntf & t h P 5 i jus^&tf **uc 

[0 0 2 8] 

(1) J^T© (a) 3Ui (b) ©gaS&n-K-rs^fcSr^Stffsat^: 

(b) 01 jc^ty^^iE^ucfc^T, i^b<tta«©-r^ jmtfXik. 

^ [0 0 2 9] 

(2) J£*T® (a) X\t (b) ©DNASttSlfi? 

(a) 0 2—8 fC^$*l£&g@g#llCfcV^> M#f 1 4 5—1 4 8 7 iC;^ 

(b) 0 2 — 8 K^StlS&MB^UCfc^T, 1 4 5-1 4 8 7£j^ 

, Iop5 1fStt^n5eHS3-Kt6thS*ODNA. 
[0 0 3 0] 

&*3, (1) Xtt (2) ffi*<Z)»^JCtt, TIB (3) IB^Otlhp 5 l?t£ 
^©7WI/^ (fcbfcaMS^-) 
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[0 0 3 1] 

( 3 ) ®2~8 lZijk£tl2>1&mm&}T*2b2> t h p 5 1 Ste^-- 
[0 0 3 2] 

TIB (4) Xlt (5) lZj%l'f%> c DNAtfeS : 

(4) BT(D (a) Xte (b) ©DNA^ffScDNA. 

[0 0 3 3] 

(a) m2~8izB2ft2>m.mmpnz&^T, 4 5-1 4 s 7ic^ 

(b) 02~8lC^$;Tl3ik«@g#KC;j3^T, 1 4 5-1 4 8 7 {C^ 

, sop 5 l^tts^-rssejBt&zi- K-r*n hfi*©DNA. 

[0 0 3 4] 

(5) B2~.8JC5*3n&l6gSi#ltCfcV*T, Sl##14 5~14 8 7{:^$ 

^i:l:Milt5cDNA 0 
[0 0 3 5] 

(6) &t<z> (a) xti (b) K^t-gsR., 

[0 0 3 6] 

(a) muz^?r$ jmm&}*m?2>m&g. 

[0 0 3 7] 

*&W\*±m (1) #M (4) ©V^-ftl^JCgB^DNA&^-rs^ 
[0 0 3 8] 



9 
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[0 0 3 9] 
[0 0 4 0] 

^IBlCfc^Tatfi^ (DNA) fctt, 2#«DNA©»!55e,f, 
$:^i-Si^>^^S.U f T>^■fe>^^i:v^o7£:=g-l^DNA$:^•rs@© 

Q (DNA) JCtt, 4#£W;&LfcV>Ry, t: htfJ i*DN A 2 *iDN A. 

[0 0 4 1] 

^te, IUPAC, iUBClg, r|g|siB5ffXttr^yKBJ^J2:*tf9!«I» 

[0 0 4 2] 

[0 0 4 3] 

^^©ae^tt, p 5 3 5te^t>*p 7 sae^osB^&a* 

V-&fflV*TPCR&fr3CIfc£J:oT#e>*lfe : b0 , 'C&3. ^»tCtt±IB«l 

«^9>f7-^V^TPC Rfeff O 3£tCj:oT p 5 3 t. P 7 3 fcPH-'ettfc^ 

*\ 30DNAifT^$:^n-yi:LT^M-rez:i: 
ICfcy, t: hf»»cDNA5>f^5'J-fre>fttlcaiRlfecDNA^n-> 
cfuc, p 5 3ge©r^y|ftlB^Ji:lSv^ffi|gttS:^i-«if«SaS:3- F1" 6 c 

1 0 aiSE#¥ 1 1 - 3030760 
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[0 044] 

mbftfr c dn a ft zmwznzT $ ; mmw&ttmft+mm s o, 894 

•e&o£<z>T% f)liff±IcDNAI:i:hp5lI^i:^U * 

fc^tte^-lC^oTzi- K3*i57S ;iS?B«:ft6SaR& p 5 1 Xtep 5 

isai (fL<ttp5ige) t^bfco 

[0 0 4 5] 

*mm<DffiMMfc3-T*n- KStlS P 5 1 gaoMI{©75 y M@B#RCO^ 
T, ^5fi*P 5 3&tf p 7 3 ie*l-enCDffl^«K:^f SfflHIttfeGCGy 

• $0^-7*§g) OTtSFASTAyn^AMbt (Person, W. 
R. and Lipman, D. J. , Proc. Natl .Acad. Sci .U.S.A. ,85,1435-1441 (1988))SI^ 

[0 0 4 6] 

[* 1 ] 













p51 O p53 


3 6% 


2 2% 


6 0% 


3 7% 


p51 Op73 


4 2% 


3 0% 


8 7% 


6 5% 


p53 <=> p73 


2 8% 


2 7% 


6 3% 


8 3% 



•TSJIV^* — A (p 5 1 A) £S^:7;fr-A (p 5 1 B) ^JCX^ 

v>r^Lfc^^p 5 1 iz&&?z>z£tfmibfrnte^& mi 2mm) . 

[0 047] 

p 5 l©«3Kttp 5 3 J:»J%Rj£«n?»ofctf, »^^<5Dfi«€:»o p 73<k»J 

1 1 ffi$E#¥ 11-3030760 
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[0 0 4 8] 

»J, NHLs (Non-Hod i kin's lymphoma : plf- y*SM& V >r?H) £ftfi<£>ffi 

^sr^Wofe. t hmmmmxitmmmmffiizis^T v 5 lite-?- 

[0 0 4 9] 

O &±o$i%-frh. &$&m<Dn h p 5 1 mfcj-it, p 5 3mm$afflMfc^-z7T $ 

[0 0 5 03 
[0 0 5 1] 

I©ir a-^ft5l€flj:, IfeEBB^r**, El 1 lC^£*l£ 4 4 8 7$ J 
i»?>^5iail:n-Ftl)l 3 4 4 y. Z UJt* ^(D^-^y U — > 
?V\s-h> (02 — 8 lC;^£*l5&S@a#ItC;i3^T, 1 4 5~1 4 8 7 

^ [0 0 5 2] 

^*cDNA^n->©ife«@B^Jti, BI2~8 ICat^fey 2 8 1 65? 
fl/tf ra5 0 tH2~8 fC^-t&SIB^UCfe^T. H»3K> (ATG) 
1 4 5- 1 4 7#@i:ftlutfi»J, ^'J7f-b-i/3>i/^ 
(AATAA) It 2 7 8 6- 2 7 9 1 iCftgLTV^o 
[0 0 5 3] 

^^©P 5 I5te^t?n- K3*l&4 4 8107$ y ^5: ^"i- -5^16 

^cli. -tift-FiftHl JCfcHT, 7$;t#f l-59f |, 14 2-3 2 1#g 
M3 5 3-3 9 7f @[C^$tiS 4 

[0 0 5 43 
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4#lc:i*i&fcR£3*i5r ^Sfc h p 5 1 3H&?-©:Kig 

[0 0 5 5] 

fc+mm t m?m m& & ^ u ±$ mm w^wm & ic ^ * - > ic as » 

s ±IB L fe «fc e> & * ©£<fcS*««tB ©SMHttJc <fc y t> i: o ©»e^ 

[0 0 5 6] 
[0 0 5 7] 

ffltSFASTAyn^A^ffflbT (Person, W. R. and Lipman, D. J., Pro 
c.Natl. Acad. Sci. U.S. A., 85, 1435-1441 (1988))lC<fc£M5££a3V>T, Mlg, 7 
5 7 IMB#l©£ttT?#&4 5 %JW_t. ^Kli$5i5 0 %&>±T'$>2> z: £#T*££ 

. DNA|g^««Ka3ttSffiBtt#8 8%£iLL, ft£ L<Ji£j9 0 %J£U: % ;T U 
rf* U1f-$/s:/1B«tcfctfSffiHtt#jto7 0%#±, #*U<fcM&8 0%J^± 

©Wfn^ft< t^—D^mtc UTV^3£#M£ l/^„ 
[0 0 5 8] 

[0 0 5 9] 

1 3 ajfE^^F 1 1-3030760 
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[0 0 6 0] 

ffiXtt«IBi:L/T*4>Sti* rp5l?fr|$j 5 3SecD««fi:« 

[0 0 6 1] 

5 3m&e>mffixizm&£LTi$. mmz&v&^mffimm. as© 

*tfc##©#JEfcgf&i: bT©M^, DNA^fgSi^^idry * 9 1/7— l?$Stt* 
[0 0 6 2] 

1-6*>©T*&S„ -Tft*)^, #28l£©itte^ (Hhp 5 l»te-7-) tCtt, BIT 
^£*l£7^ yMB#J£;£1-3MSS£&:3- Kfsai^©^*^ (7Wl/ 

[0 0 6 3] 

1 4 ffilE#¥ 11-3030760 
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(Methods in Enzymology, 154, 350, 367-382 (1987) ; |^ 100, 468 (1983) ; N 
ucleic Acids Res., 12, 9441 (1984) ; &£ft5*£Uft&£ 1 rjt^-flBfc&II j 
. B#£fls5*£», P105 (1986)] ^0>M^X^I$#& % 'J>ih'Jx^f;i/ 
^U>g?T^^-f h^0{b^^#^ [J. Am. Chem. Soc. , 89, 4801 (196 
7) ; H91, 3350 (1969) ; Science, 150, 178 (1968) ; Tetrahedron Lett., 22, 
1859 (1981) ; |f?24, 245 (1983)] RZf*nb<DM&^mmtf@mT£Z> 0 «fc 
»;A#»JCtt, DNAO^tt, ^^^;UT^^-f N^^^Sh Uo:^^;i/^{c 

«±*efr 3 n*«Wf^rtt, «»«&^fcu »3fc3MrFT?R*l 

[0 0 6 4] 

feV^T., &S##1 4 5 — 1 4 8 7 JC^S4i-5JeHK^ffe^"t* Sate^SrWa^T? 

[Ncleic Acids Res., 9, 43 (1981)] „ 
[0 0 6 5] 

T, Mtf 1 4 5-1 4 8 7 (J^T. #£0 2- 8 (145-1487) fcfcV^. ) £ 
a* $ *i£ %£BB£f £ — $: % f * S£lB#Irt* £ & § * © £ 0 

[0 0 6 6] 

**»«ie-fi:l/TH:, «;Ui, 0. 1 % S D S &-£tf 0 . 2XSSCt£50 

"cxiio. i % s d s i x s sctpe otc©^. h y >^x> hfc&frTT 

02~ 8 (145-1487){C^S*l«tt[*BB^e>*SDNAi:y\>f ^"y 4f>f x-rsift 

1 5 ffif£#¥ 11-303 
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[0 0 6 7] 

fl^T^S [Molecular Cloning 2d Ed, Cold Spring Harbor Lab. Press (1989) 

;Wi£.it¥m$kBm rm&*w$zmi. iu nu . nmsntm^m (i986> m 

[0 0 6 8] 

n-^^sfliv^Tms^n-^&a^-rsiiiKiiyiift-e^s [proc. Na 

tl. Acad. Sci., USA. , 78, 6613 (1981) ; Science, 222 , 778 (1983)^0 0 
[0 0 6 9] 

NA<8#J|£, mRNA<Z)^H^^Sg % c DNACltfif ©i' n — — >£*^teV> 
■rtl^^iC^oTHJgl-^Zlil^T'^So £fc> cDNA7^f ^U-ttrfrK 

3*iT%;fcy, *^^^fevNT«-etie> c DNA7>f ^y «Atf^n-> 

^ -^y^tt (Clontech Lab. Inc.) # £ y -fifRtS tlT c D N A 9 >f !7*^ U 

[0 0 7 0] 

[0 0 7 1] 

1 6 ffiSE#¥ 11-3030760 
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[0 0 7 2] 

%%£iz l t* fc^ias fife d n Atgtf-mmzwmr % s «z##3 

[0 0 7 3] 

^^©at^^OD^JCBROTtt, PCRS [Science, 230, 1350 (1985)] 
ICJlSDNA/RNAiSfffi^iaFatCfUM-eS*. 7^^7'J-^&^" 
©c DNA^#e>tli|V> e fce»^^-a-lC«, RACE& [Rapid amplification of 
cDNA ends;m%fcm^ 12(6), 35 (1994)] „ #IC5'-RACE& [M.A. Frohm 
an, etal., Proc. Natl. Acad. Sci., USA. , 8, 8998 (1988)] ^©SSMjtfjSFJg 

[0 0 74] 

tctfc e> z t. tfT*% > &tf)VW.^ifcMmm iz <t ax j: v 

[0 0 7 5] 

^t^rS/^ [Proc. Natl. Acad. Sc i. , USA. ,74,5463 (1977)] ^7^A-^;wt 
[Methods in Enzymology,65,499 (1980)] ^{C^oT, £ fef£{g{Cttrf? 

[0 0 7 6] 
[0 0 7 7] 

##*4ftffiW:#i£K:ftoT?T3 ii«RT-PCR [Reverse tr 

1 7 fflSE#¥ 11-303 
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anscribed-PoIymerase chain reaction; E.S. Kawasaki, et al., Amplificatio 
n of RNA. In PCR Protocol, A Guide to methods and applications, Academic 

Press, Inc., SanDiego, 21-27 (1991)] {C RN AifipS^y -if yfU yr>f 
yffflVr [Molecular Cloning, Cold Spring Harbor Lab. (1989)] , in situ R 
T-PCR [Nucl. Acids Res., 21, 3159-3166 (1993)] ^ in situ /\4zfV 
#4^-^3ym : k%imLfemti&UsiJlT*<Dmfc. NASBA& [Nucleic acid 

sequence-based amplification, Nature, 350, 91-92 (1991)] 2k.Z$ : £<Di&<D& 

mjjmzmtfzzttfvzz. &mmzi*. rt-pcr-s scpcisite 

[0 0 7 8] 

<> *ftmmfc*<Dm?mm\zm^Tm%:wife?z>z£tfv%z>. it^>fv 

[0 0 7 9] 
[0 0 8 0] 

SlDNASrmi ©2~8 (U5-im)\zm2ZlZ>m.mmPJfrbteZ>DN A £ 

i^tSIit^^ ZZX% XhVyi/Jiyh&0ift£LT1 l Z. ^"^-rv-x 

itz?u-7£Lxm^bftzmi%0&ftzmtfz>z.£tfz~%. mzmmzzti* 

Will it^-TS <fce>&0. 1 %S D S Z<£t}0. 2XSSC*5Ot0 
^X&O. l%SDS&-g-tf 1 XS SC*6 0r<2^ft£M*rr&3£:#T*£ 

[0 0 8 1] 

*KW<Dt h p 5 iit^tc«j:*ui, mn<Dmfc*j:¥#j^mzm^z>z\£iz 

1 8 11-3030760 
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[0 0 8 2] 
[0 0 8 3] 

fcfc, *«W05aK©*i*WJ»l»i: btlt Ell ic^fT^ SWmM *mir 
M4#5ttf>P 5 lgQ{c^£;ft3z:£&<. ^tiiiffi^#jTfeti«J;v\ 0 

[0 0 84] 

^iogegu *«WT*«-rsn hp 5 imfc^-nmpmrnzm^^T 

> S^Oitfe^-MSl^-S^ Science, 224, 1431 (1984) ; Biochem. B 

iophys. Res. Comm., 130, 692 (1985) ; Proc. Natl. Acad. Sci., USA., 80, 5 
990 (1983)^#fC CftoTWSW-SCIiltf'Tfg*. 
[0 0 8 5] 

[0 0 8 6] 

1 9 miEfW 11-3030760 
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#5p 10-100467 
[0 0 8 7] 

lfr%*HfiS£ MXlt-V-JWMB&T'fo&CO SlUg [Cell, 23, 175 (1981) 

KWfo (Proc. Natl .Acad. Sci . ,USA. ,77,4216 (1980)] ^f^W^i. < ffl V* 

[0 0 8 8] 

O ««£*©1f£fcLTfcl\ *J»ir*ttmS&tf-«K:J:<^&ft5. *j©M© 

WCxS/iy ty.a'J (Escherichia col i) Kl 2tf^J;<MV> 

[0 0 8 9] 

Xg2>%<DX3bZHZmzfflmtsti-f. -«»c?&^j|HJSi:©»«^e>3ill:3g^sti 
[0 0 9 0] 

1t^i»lfii:bT»«l»«j«IJBSS:«ffl'rs»#, 36^? #-£LT&, 

tt, S V4 O^MI^n^-*-*^^ P S V 2dhfr (Mol. Cell. 

Biol., l, 854 (1981)] Sf&flffaVtS £ 
[0 0 9 1] 

Tii^iBS £ b T £@«©K#ft£ft ©ffilfi ? * - £ l 
Tti, M&iim&frxyTt-iimB^-iztt-tz-fuzE- P AM 8 

2 (Proc. Natl. Acad. Sci., USA., 80, 1 (1983)] ^frfflmxg, ##i!f5§(7>^ 

$ z-imzfu^-*- <D±&mz*ftm<DiAte* zmx-t z> ztizz-o xmm 

3t^T'§, ^*#-©j|#:M£ ITS, «?[itf^l2 6 0 0 0©GSTK 

2 0 11-3030760 
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*>f> (S.japonicumfisfc) 5:1 tSpGEX-2TK J f>pGEX-4T-2f 
[0 0 9 2] 

ai^^»9tt s J: e> £«*e-?©jta6K::/n - * s d c^-v-r > 

tfATG) S^Lfc^5^$ Ffcmifc^^S. 
-ibTtt-^CpBR3 2 2^l>*-e©B5c^/^^^-^ e fc<MV%e>tl<5o td^V 

[0 0 9 3] 
[0 0 9 4] 

[0 0 9 5] 

[0 0 9 6] 

»tt«0&ffJfflbfe#S©^lt»^ C r^fc^-^r-^y^iij , 1175-1259 
f l«f IE 1980^ 6J?230 m^^M^mA^n i Biochemistry, 
25(25), 8274 (1986); Eur. J. Biochem. , 163, 313 (1987) tCfcU^ 

2 1 ffiSE4# *P 11-3030760 
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[0 0 9 7] 

fy-yj- (^;i/»jfi) > Ii^n7h^77>f- jxyx&twbtf?? 
-f-> 77-f-f'f^n?hy77'f-, HMft:^n7h V^yj- (hpl 

[0 0 9 8] 

ft. *%m<Dm&K$:n- F?ZffiM<Dmfc3-<Dmmzl%LX\$. 02-8 (1 
45-1487) Ca*3;h$&gBB#J-ea*3*lSt: h p 5 1 Jie^CD^SBB^&fifftCfrj 

[0 0 9 9] 

[0 10 0] 
[0 10 1] 

2 2 11-3030760 
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[0102] 

vvm. ®>&mm*mm, dcc& ?sttx^^«s, mit^m. dp pa c 

[0103] 

tt, Mx.«^^^;b^;i/AT^ K (dmf) , V^f-jn/^jii^^t/ K (dmso 

) , A^rt^^D7^ ^^-^rif>. rh7tKD77> (THF) , 
[0104] 

[0 10 5] 

nr^ctvN^ &?i,&frfr&mmz ft*? smitten, jgjc, ^x^r^^n 

>^SO^T-^VSld:, -hnlS, p - * h3f S/^:/^£>yWl,3ix- 

[0 10 6] 



2 3 
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, jSflcT^-r/th'J^A, 7*;W, Jlft^Jfi, iftft**, h'j7;i/t 
[0 10 7] 

[0 10 8] 
[0 10 9] 

> B#£ffc$t£» (1986) o ;fr< LT#e>nsin:#:li, Wittf p 5 

lge©^^o*^0^#^#^^cJ;sM^^v^L»^su^c^^y^c^lJM•rs 

(St) 

W [0 110] 

[0 111] 
[0 112] 

2 4 ffiSE4#¥ 11- 3 030760 
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vymm.. gc&MifiL v>m&* p-bjv^y^jv^ym^. 

(byu-b) . ?ztyMi&. ^i^(ymi&. y^jvm^.. a SMIL m^BW. 
IS, 7.)^ym^ ^'Jn-m °?U4ym&s rxn)V¥ym&> 'O-fef 

[0 113] 
[0 114] 

izm^r^nmm^ti^. ftmm. mMw. m^m. #n, mmm. mmm& 

[0 115] 
[0 116] 

[0 117] 
[0118] 

2 5 tfjf£#^ 11-3030760 
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-;k SL»^©r.«iJ|, f^h7X fcKn^r$/^ntf 

[0 119] 

•f *i b&mv £ . flf *. tf/K v * * */ x ^ v > y n - jv v # > y ;i/^p ;px * 
O ^ flgjc&ift^y-fey FM^^tts. 

[0 12 0] 

■teivu-xmm&tL LT=fo#icpi^ii^<, ^^-fe^n-*, x^;i,-fe;i,n 
[0 12 1] 

±mmm(DmMMit. i # g m v*& o . oooi m gg&jeu:, 

*Iti, t»^i/ig3y»o. ooooimgiiSP;±, ff*i/<tt»o. 

0 0 0 1-0. 0 1 mgSSODttHfct- «©3^jaaT?*S. t hJfil«f^/l/^^ > 
^8fr/*#l 0 g^UlfeO. 0 0 0 1 mg«±, $?£b<te$j0 

. ooi—o. i mgmm<z>&m£ir2>(D-t)m%-v$>2> e t$jm&. mn&ft 

OOl~lOmgl^tS0^I3T'$i§ o Site. UllU- 

xmmfaominmz. t^intgsy»o. ooooimgiia±> 

L <&*&<>. 0 0 1-0. 1 mglUCDiffliitSCD^aat&S. 

[0 1 2 2] 

jfiffM&O. 0 0 0 0 1~70li% fiKliO. oooi~5ii%ii® 
[0 12 3] 

2 6 mSE#3Z 1 1-3030760 
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^r^mm^mmm^izit. &mmmm. m^ammm. mmtm. *is-h 
#m**j&iui'z>z.ttfT*g2> 0 zzxmmmtvxit. &vm. vym. mm 

m. (M*.ixztit><D±hv jjjvt/y&m.. 

[0 12 4] 

xmrnmrnmniz. mmmmnLx&mxn&mz. zn^um^mitLu^ 

[0 12 5] 

irxz. foft»^©tLtn mm. %m. mm. m^n. m^m. uzf 
±)^m<Dmw^mm^>. mm., mmm. %m. ^uvzr. i^^©?$ 
n&$Bmtf'&&ti. z\nb\$%.izni*mmzfavxmnm. #ipi, m&n 
. mmm. *&m. srm. nmmmz^m^n. tn^tim^^miz^. m 

[0 12 6] 

mz.it. &m<DMMizi&&?2>iz%kLx&. ±mmm&&t LxMz-&$im. 
. ^-fe;i/n-x, T^m. v ym* v v z±m<Dmmm. x#^-;k 

jtj — ;k mtsuv?. zTFvmm. ^y-^ym. n^^y&m. ttfrtf**/* 

yzfy. TJiXyMi-hWJ*. ijy^-y^. ^$.^-^y%.. mm^mi-hv^ 

m. 7 0'J;Hilitby'?^ ^f7U >@^/ ^*u-feu F^OD!?® e 

2 7 miiE#^ 1 1-303 
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[0 12 7] 
[0 12 8] 

[0 12 9] 
[0 13 0] 

[0 13 1] 

, fcT UyffV H-M )K'Jxf ]/>^i; 3-;K x h *r*/itJ V JV 

<DW*mmm* mmm. umm. %itm. mmm. ^ttsr**:**** 

2 9 miiE#¥ 11-303 
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[0 13 2] 
[0 13 3] 

O - ® ^fi^Vft ^ & T* £ 5 . 

[0 13 4] 

[0 13 53 

[0 13 63 

[0 13 73 

i03y#iikgsy» »o. oi/ig-iomggi, ^uiii&o. i 

3 0 . ffif£#^ 11-3030760 
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[0 13 8] 

&-tz>o m&mm*. MiiiiiP 5 lm^^m-r^mmz. 5 i«i 

[0 13 9] 

3©J:e>^#|p 5 lifi?Stt«IJfilcSP4Ip 5 ljfte^Sr^AbTiE 
#fcp 5 SKp 5 1 Jt-B^ T?S><5&gtt & 

[0 14 0] 

1 ae^i: ©^T-iii^r § £ o iz^m^mmmizmxt & z. ^ jw* l vn 

[0141] 

©^•fttfcffftMTf^S. Mill »3K0#XI/>1 >M:Mlfep 5 lift? 

s<9 % — IT, 3RH#fF8l5 2 5 2 4 7 9 -^W*!*^ P C TBJBR^HWO 9 

3 1 ffiliE#^ 11-303 
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3/0 7 2 8 2-£g§MF(CB§a*3*lfc'<**- (pWP-7A, pwP-19, 
PWU-I,. pWP-8A, pWP-2lM/X(ipRSVL4t*) XiipR 
C/CMV (InvitrogenftiO *S:Jgv\T, MSSttfc'C* * - fcptfS £ 

[0 1 4 2] 
O [0 14 3] 

*-Wh?n-ii.P4 5 0-, 3l/Xfn-MiDlfP4 5 0, 1 7 
7-kl Fn^rS/^-if P4 5 0 tit if ZMmXZZ. 
[0 14 4] 

JtiV 9 l/jy&Z&mBX*^*. %M£.ttLX\*. erb-B2, erb-B3 

Ttt, ^ftMgeMC*n^n:/y >&if£M^T*£S 0 &Jfflc*f UTtt, K- 
H-{r7fx t htr^ry 1 X&6, n>f* y yteZZW&x&&. 

[0 14 53 

x'Jx fni/>b Kn^^-iffiM^ y >ffrjj3y* ^>>f;b/\>;* 
ATSn>f K#y*^Ffc£&«aK*e£*. ¥^J3§Uc*fLT«u ^a^n:/y 

, fiF»/#/»liir^*ytt^^7*df-^ :ny*njtfx*-»&£&, pnic 

3 2 1 1-3030760 
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[0 14 6] 

e-?-xs*«r#Ms &c «fc »; §g£ • Mm -t & r t # x* g * . 

[0 14 7] 

y. vz/m* vjjixmMmA&}£t:%tibii?2>. anisic dn 
u x mm -r * r £ * oris -e& s . 

[0148] 

ic%aias«ii:^T»s<&. ^ nm a £ ti & *&*ifi&nmm»mm ©sg&<* 
mzmt\mz-&v&£n?£^m&iz\t, mn^^mmizmvj&tziinz^-or 

[0 14 9] 

$ -) 5rfi^WtC^-t^^>lf3K (in vivo) jft#©#l*J: »J— .&« 

"tx^xtftf (ex vivo) &tf>M#tf>;£&&&^-t£o 
[0 15 0] 

*fct hp 5 lm&^-z&mmmftizmAL. RNM^Mt§?stt^?t 
% s v sK-if >r a ic £ £ ate^-te* % «r m r*$> z . 

[0 15 1] 

^M-TS, h p 5 l Ifi^ U < (if ©i/t ^ 

^tt-R&M^PZ-lZ&V M h p 5 l»^A^A$tlfe«$:^^h 

3 3 fflSE4#¥ 11-303 
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QXtB^mm (&«) «> mMiz^m^mm. aidscj:^^')^;!/^ 

[0 15 2] 

[0 15 3] 
[0 15 4] 

-i Ti/T^^ V # — , HIV (human immunodeficiency virus) T-rV 8f 

flrVJ Jl/Z-^t? # — (AAV, adeno-associated virus) , s\)l>s<7s??4 A/T^K 
QH^A^XV >( Jl* (HSV) ^#-&tfx:/;*#>f >-A-?>f 
(EBV, Epstein-Barr virus) # tf£>*i.S 0 
[0 15 5] 

^tf^l/^lftfcStfc^A^&^UTtt. y>Bft*^/S/^A*«fciS; DNAI; 
if A L U # V - A £^ fe^^Ht'I^? u fe^?Sttfb-fe > *V * -f 
S:l»^S*TBi»-^U3Ky— A€:^U iiMm£fi^ll&^£i±TDN A 
\%\ZMA-f£EgM&V ^Ky-A^ [Kato,K.,et al ., J. Biol .Chem. ,266,22071-22 

074 (i99i)] ; kd n a $r^T-n - h Lxm&nmiz & o rmmmizm 

BSf^{CDNA$:^A-rS^r^ CYang,N.S. et al. ,Proc. Natl. Acad. Sci. ,87,9568 
-9572 (1990)] ; ^-9^^ KDNASrHC^^tTsKTWat^HaifKl^A-fS*^ 
^fK (naked) DNA^ (Wolff , J. A. ,et al ., Sci ence,247, 1465-1467 (1990) 

yjtfy-Ass (atkh^, mm<z>2b*pfr, vol. 175, no. 9, 635-637 (1995)) ; # 

3 4 ffi!£#¥ 11-3030760 
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^tS'J^>K-DNAi^M [Frindeis,et al., Trends Biotechnol . ,11 ,20 
2 (1993); Miller, et al . ,FASEB J. ,9,190 (1995)) & if fc^M^S Zl £ £ 

So 

[0 15 6] 

JhfE 'J F- D N A 3Slirffc&lC tt, MA lijff iMJfetffSJSi-r S 7 ^ T n«|g & 

, et al., J. Biol. Chem. ,266,14338 (1991); Ferkol,et al. ,FASEB J. ,7,1081-10 
91 (1993)) IiIM<^lt^5 h7>^7i'J> • Hz 
^6^i:LTh^>^7jQU>$:U^>Fi:bTfflV\S^^ (Wagner et al.,Proc 
. Natl. Acad.Sci., USA., 87, 3410 (1990)) #-^£*lSo 
[0 15 7] 

5*«1 JSfc*^* AS £ a^Il^-fr fcfcCDTffcoTfeJ:^., M*fl-£i± IC «fc £ £ 
LTit Mitfcf&Slf-f Xtf)^;*^ FDNA^Tf; • A^fV>ge 

[0 15 8] 
[0 15 9] 

^itgeSg a g (?>f ;i/*tfry-|*©*3g£BR) , pol G£«s^£$) , e 

3 5 11-3030760 



o 



iff ^ 10—100467 



rv%^VN0iigS:-g-9 o — ^-f^x^?*-^ sty in- jv^l 

TR(long terminal repeats) %M hX >f ;i/X^§£BC&Mfc g a g, 

pol, e n vfcif^jtSte^fcifoTV^V^ A y £*-*-;Mi? 
-T^XS^T-feV'/U-Ol^lC^^^^^fH^IT^ (neo, hy 

g) i:^n-->^*>f hK8&£*ifcffiM©#A3tfi^ (p5il^*fett 

f®^) #?^/i/*3t^©fty£#A3*i£. zi3-e^iioD^>r;i/x5is^ 

fi^©-»mj£<i5ifci:, g a g Ifi^O A T GSSSftii^lCtSi 

CO 1 6 0] 

MOp 5 lae^•5:^ffi*ii^^^^~DNA$:/\;w^ 0 -MijS}C#At•S3 

e> 3S«¥ s ti fe d n a ic*a# & * *u ^ * * - ft £ # a anfc atfc^** 

[0161] 

ft, msoae^o^AS&^&iws^^bT. 7-f^n^^f>®wi 

nenberg,H. ,et al. , Exp. Hemat. ,23,747 (1995)] ^ffltSI htittS. 
[0 16 2] 

bttt, M;U£^?*(2eifil^^;i/*£^£i-"5 1/ btiyjJVX [McLachli 
n, J.R., et al., Proc. Natl .Acad. Res. Molec. Biol . , 38, 91-135 (1990)) £#I 

[0 16 33 

(Berkner,K.L.,Curr. Topics Microbiol. Immunol 

3 6 11-3030760 
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., 158,39-66 (1992)3 ^ MF>&m$kb (Setoguchi ,Y. ,et al., Blood, 84, 2946- 
2953 (1994)] , M^tC^itk CHI^E^, 12, 28-34 (1994)3 &£J^-*--£ [Ket 
ner,G.,et al. ,Proc. Natl. Acad. Sci., USA. ,91,6186-6190 (1994)] ©:£&fC*pD 
Tft? Z-Z.fr T*%2> B 
[0 16 4] 

H#tS/KUA^e.M) R&T^J V4ft7.>f J ADNA©- SPSr^fr:/^* 
IB JC RISK h7>X7x^i/a>t5. 3©2#KT^HH4MSI2.$:^3$-&T 

, ate^^ffiiiE 1 fc&fluft-rscifctcfcy, EtM©p 5 late^fc&s-r 

g£fr£tt#DLfc3' lyf^'f^^^-^mt^t'tS. MIC 
[0 16 5] 

7tV w#?>f/i/x (aav) ^*#-tf>$g5iKo£«B&-rs£. aavkt 

#^fltss*iTv^ 0 iAAVttiii^<, a*©0j^c^ig-t£&»j^ 
*ifc?-f ^-r;i/x4V Ate*^£#4 6 8 o&a£©il§#— #«dn 

A^£>&*j, f 0iS(?) 1 4 5i&3£# I TR (inverted terminal repeat) H^-lf 

3 7 ffiaE4#5j2 11-3030760 
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[0 16 6] 

ifi«iAAV©^H AAV^6#DNAlCj|a»ji**l<5ffi«&3pJML/T 

tt, £*JI¥L<«, tff£lAAV05' £ 3 ' ©ffiig© I TRfc^U 
JcffiMeD^AJSafc^ (thp5 litfe^) fcffALfc:^*^ K (AAV^^ 

#© rate l & ^ j: e> ic u ae^nsiit fc & 

lt7r; V-4)b* (2 9 3«HliBS:fflv%S»^tt*it«[S!© : b©^t»«fcvO 

AAVttSrtJC^-rs©^ WJ»&#ii5»jWLT0JKU IAt57f>"?>f 
;i/X£5 6 r^l^C^U Jg£&glcj£ DTMt A fc/gv^jg 

»toi$SlC J:yi^AAV^lIit5 0 JlfB^^ejfCbTmMODme^A 
M©liAAAV§:#53i:^T't§. 
[0 1 6 7] 

imada, T., et al., J. CI in. Invest. , 88, 1043-1047 (1991)] 0 
[0 16 8] 

H I v^;i/*&CD4 £ ui?-y*-t b^\;wt-T0fig{c#Mfi!fic^^& 
©T, *<0f!lfliK:J:*ltf, hCD4|»ttjWliaiC#a»K:3te^*A©RriB3Sfcje 
KS^MWate^A^^*-^ IT©H I V^^^-^f^I^^T'tS. 
&Hiv<#*-tt, AiDS©3fte-?-*&a?Jc«jgi:v%it.s 0 
[0 16 93 

jjfiilAH I V<>7 $-<DitmZ. &\ V >T - Vy V?*? 7. KT*&£ 

CGPE£gag, pol, e n v (DMWMfc^t 3*1 *>©$l^C&gfc3HflSat 
^•(t at, re vfc£)&1M M # □ ?>f-;i/* (CMV) (D^n^E-^-h 

3 8 ffitE#¥ 11-3030760 
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&C<**-:79:*$ KHXNi, HIV©MLTR0^}C, ^jt^-?-^ IT 
^^^>^r^— if (TK) (DzfU^ — ^ — ^i^'D/^^y-V 7<D%Hr^^ i/>W%£ 
jftte^-(neoR) AU £ £ IC^#£&£ ^ K^?#-ICSV4 0 <D^M 

«i&£J¥A-f SrhlC^lK COS|fflJBaftT'^<i:<fi5iiT*$S <fce»lC#^T*$ 

& 0 dtie>©^y-!r-e;>^y9^^ K-e&5CGPE£^*#-^;*^ kh 

[0 17 0] 

7km%> ?£hwk. mmn^, 14(3), 280-287 (1995)] . 

[0171] 

*ii©i^A«EBV^^ # -©$g5ilCo^mi^-te L EB ?>f 
(Epstein-Barr virus: EBV) J£ % 1964*£ICX:7X # >T XEpstein) £> IC J: *; A- 
3fyh (Burkitt) U >/1ffifi5f|©^*$B|g«t U^H^tlfe^l/^X^ftCjRt-S 
^-Y^XTrfe-S [Kieff , E. and Liebowitz, D.: Virology, 2nd ed. Raven Pre 
ss, New York, 1990, pp. 1889-1920] „ ME B V iZltffiffiZ h ^ 7 * - 

[0 17 2] 

BP'S, £1\ ffiM<Dftm&Btt1M&&ti9mDNAi£m<DEBVtfJJ*&9 

Iiif>fWM^^^-^EBV^ffiAk a t aifflfl&lC h5>^7if h 

£?>f;i/;*jg£M^lCJ: »Jf4SAk a t a E B V £. £ ^ICEJlR-e^&o 
EBVlfiAkat affllfetaSSfeU li#fiTT'ftttt5:l^tS 3 £ IZ «fc y 

3 9 £UIE#¥ 11-303 



10-100467 



[0 17 3] 

* -f ^ * # - & ffl v * § z t & < msoate^ * mmmm izm x-t %> 

jcy^jt-rs^fc^T^s. i*ittjRy>Ky-A (fli«nsiJi^e>fe<&/Mfa) ic 
*Hiia&^©ltt£nH£&%fcia:s ^ £ £ y; y sK'y- 2±(Dftmm$:W.&Mmmz 

[0 17 4] 

O Z.£i$'V^& [Nakanishi ,M. ,et al., Exp. Cell Res. ,159,399-499 (1985); Na 
kanishi,M. ,et al.,Gene introduction into animal tissues. In Trends and Fu 
ture Perspectives in Peptide and Protein Drug Delivery (ed. by Lee, V.H. 
et al.)., Harwood Academic Publishers Gmbh. Amsterdam, 1995, pp. 337-349 

[0 17 5] 

^JfCfc^Abfey #y-A£3 7t«St5. sKy- Ate. 

■e«8(fk ^ * s mmmm x \mmmm ^mlt y y - a & 4 r r* 
®^$-&e„ rj^s:v^"e3 7 e ccf<5^ y^y-A^W^^Mic^A^ti, MM 



mn^i i 



-3030760 



# ¥ 10-100467 



[0 17 6] 

A7fc£0D#&K^£T|i56 , Tr££ [Yagi,K.,et al . ,B.B.R.C. , 196,1042-1048 (1 

993)] . ?L(D%m*. zf^xa F&fflM^fuzffi'mLT^zz. £&C5tfg it, y 
iflflnSit, £ cd^sm J; e> £ £t?j§v* y 

tfy-iU£lE#«£^£#M^©A£&y Jtfy-A (multilamellar large ve 
sides: MLV) 1 ttKU atfy-A (large unilamella 

r vesicles: LUV) -^/hS & 1 #Cli^ U stfy — A (small unilamellar vesicles 
: SUV) MIT^7^^ KfcCDtr&tt&flsSgU 3Tl©I^?S:iAtS 

[0 17 7] 

fil^TMAG (N-( a -trimethylammonioacetyl)-didodecyl-D-glutamate chlori 
de) . DLPC (dilauroyl phosphatidylcholine) ;&tfDOPE (dioleoyl ph 
osphatidylethanolamine) fc^bjttfl : 2 : 2 £ te&M&'Z'&ti & U U 

(SggllilttlmM) SrSMg-TS. *fcv^*8A 1 n ■ohDflgjSt&^try 

ysaMMffcAft, □ y - xA3Ki/-*-*e^nnsix i n/AS:«jEiife*t/Tfli 

V^2 0 ,ug(Dit£^AM:^X^ K&^tfO. 5ml©#>/<y 3<Z)U >^ 
®41Mi-Mg, Ca^&8sj&&U SiR#*tt!ftfl, 2#|^;i/^»/?;* 

[0 17 8] 

KS:±gB*f : *-y^ML VlCDNAii: UO. 6 ng, U^y-AHIKMi: 
bT3 0 nmoUc&S J: e>C&±iU Cltlfc 2 ^ 1© y >K««^fflAa[?RtCja* 

4 1 ffiSE#¥ 1 1-303 
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[0 17 9] 

mALtmrnzt v<D^mz^-t^z.ti tw-ZLmm Y^^y\z%.m^x 

ia*.x. wm^mmmmizn b p b l^^o^mmmm^thx^mn^ 
bft&mte**mA?zz£iz&^x&t:%®£?z&mm&(Dffim(Dfrteb? 

[0 18 0] 

mzmomte^miz&^x, mmm^<Dmmmmtr^tmmmm^(omA 

[0 18 1] 

x*Mx.\£J y&-u4*cy-2 (i l- 2)^if©^}&n<Z)T , r^*L/, i/Ma#>f 

[0 18 2] 

H2&&, S^it^ (bh P 5 11^) &it^m#©#fr^M^jS&i$&£ 
v>Wb®$L iz & A -r s A& x$>z> B 

[0 18 3] 

o hp^ mm^^mMbt^mmm^ikm^mmm-km^xmm^^ML. # 
mmm^ i L-20#«TfcA iM-vmmtezvm^&igmxi 2^mmm^ 
#u mAt^zmfc* (th P 5ii^) z^mtz^pz-ziMjtz. m 
^(DmA%m^vf^>t^mz, :?n#^ >##-rc3 2ict'iiir4, 25oom^ 

JCT^O^KILfe^ 3 7TCT-1 0%Ii^fTT'2 4 B£fft^# b T t> <fc V 1 * 

4 2 ffi!iE4f ¥ 11-3030760 
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SrfufBin situ PCR^ MA^mM©*f#*^^'ffiT*^>tl«^(Z)?S'l4©^ 
[0184] 

[0 18 5] 

. MS, -?^;i/XfttT, Mx.tf^ift*ffljB& l x l o 8 mffi\zftLT l x l o 3 
c f ufrb l x l o 8 c f u©iii:^s^iOTtS3i:*WtbK 

[0 18 6] 
[0 18 7] 

ft^frfc. ^IbKf; Z-mte^-c DN ACDPCR&IC cfc^fj^in situPCR 

m\z£-DTmm.?z>-h\ ^itBmm^ (psh^) ©iAciox^i 
*mAiz£&&£>&zmm.?zz£tfmmT*&&z£iz\ ( ^iiv%te\<\ 

4 3 ffiSE#5p 11-30 



/jf 3p 10-100467 



[0 18 8] 

*>i&mi&*:W&&s mmmm^^^mhxmmmm^mALLr^ «^.tfi/hn 

->>f^7{CTM©i^?:S65i:tS^aSg{c#At, G4 1 8MmzTX? 
V-=>> Vhtc&L. I L- 1 2&£©#S^4£$!l5t(in vivo)i8J)£U ftV^ifc 

[0 1 8 9] 

^ji^xmifryj/ix-^^yy^i—M (HSV-TK) mzs 

V \zr±U>fT*-&Z>iSy ; Z/VU\f)]s (GCV) Sr^tttfj^iC^LT, 

^iii^^tiTv^s (*B#ifi5 63123 ; #^9 - 504 

tisTZabtiT^zGcvznJs-'t&t. m^mxmmx » g c v # y ymt 
z&ttTm&itztiT&fc*mAmm&&mzm<£.m#K.* *t**v-f- v^y 

[0 19 0] 

(p 5 l»fc^0 M-fA; yjKy-A&fftKU feaUfecDNA&JB^flSK: 
>f /< ? # - £ i«3H5-?-^T'5 s y 9 >f £ 5: I^B#JC$^i- 

[0 19 1] 

^l&Eti**:, *^^0Jt€^Affl^^ ^ - Xtt S Klie? (fc hp 5 lit 

4 4 ffi§E#¥ 1 1-3030760 
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[0 19 2] 

mmiz^crm^m^^n^. ftmm. mmm. m^M. tfmm. mmm> m^s 
mon&m&mmizfo c xm^mnmm xmz B 

[0 19 3] 

*mmmmmM<D& j 3-m&j&mt its, t&sBLfcp 5 lmsmfflammmz 

[0 19 4] 

# - & -g- & ? -r ;i/ ic <t o t js& £ & mmm& <d mm \z mm z n & . 

[0 19 5] 

itifett, u >»j««f^3iAs»[ (ph7. 4) , y^y^/*, mmftm&m 

m&Mffltpizm&vfeMm&zizmmtzzn&xm. &t=.zfuz sy&z&m 
te*mA®mzmto&mM£mz&j*2ftz&?&j&Mizmm?&z£&x%$> 

o 

[0 19 6] 
[0 19 7] 

# & if ic d r & is H «fc u m an? $ ft s „ 

[0 19 8] 

4 5 ffilE#¥ 1 1-3030760 



Q 10-100467 

fcL l 0a»J#li k g^y, M^tf^hn^-f^xcD^flffi: UT^ji x 1 o 3 

pfu^e>ixio 15 pf unm£t2><Dtf&\,\ 

[0 19 9] 

tt-ffimvmAHmfc+tfmAtsftt-MMom&i*. i x i o 4 «/bod y ^ 

t> 1 X 1 0 15 M/bodyg^©^H7b^^«tlS(D^^T?feSc 
[0 2 0 0] 

[0 2 0 1] 

btHJIt-SZ: £#"££-5 (Recombinant DNA Advisory Committee, Huma 
n Gene Therapy, 4, 365-389 (1993)] „ 
[0 2 0 2] 

©at*r, *fctt^«n«tbT(o#fiS:4ftmi*'&i^*«BriBi:fty, rne>©^ 

[0 2 0 3] 

4 6 ffigE#¥ 11-3030760 
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xiztammizm^btiz zoizmnztiZo ^v^mzit. mz-iz-? 1 ?-? 
wztfv *^-VT*mm?z#v *5-izmmfcm (pcr) icj;*;, 

SIp 5 l3Ellffi^f'S:i& > rsate : ?-©#«ES:«IS8"f«ii:3S«m*<5. 
[0 2 0 4] 

JCfiffRSft-f, $£te4k%l<Djim (Science, 230, 1350-1354 ( 1985) )^#r£:lC|f§#& 
Sflfc, ^V>»#^M$tlSPCR^(|W #±*±. gOftE^ 

, itfif, 8(9) (i99o); sai-ti-ii, Bs^m*stmjR(«), 35(17) (19 
90) ) <d v * -r ti ^jm -r s 3 h # wrtg T* & 3 . 

[0 2 0 5] 

, U:JDNA©^ttB«&DNA-&/£8S«^ «itfDNA^J*gi(P 

harmaciaLKB Gene Assembler Plus: 7 7 ;i/V£/7 tt§g) btMt -5 d £ 

^$nsy^>fv-(-fe>x^^>rv-^.ij:T>^-fe>^^ , ^>rv 

-)©«Stt*&l 0-3 0 3* l/#^K£lfrWgF£ L<0Ja*T*#<5. _hfBX*U 

4 7 mU<&*£ 1 1-3030760 



o 
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[0 2 0 6] 

fcffl©fc#>K:mv*SPCR8si: UTli, RT- PCRS^fllwStlS^ 

[0 2 0 7] 

i*ie>atfi : ?'©DNAS:)t*'rSii: ! bBriB^&6. «;£$S£LTW:, MSSA 
O &©#P£$&-£lft/£4&(Kinoshita, M.,et al., CCA, 228, 83-90 (1994)). 

tt-awn d n a © w»c«3s©sgfl: ic# e> %>w>momt zwmv &&&&&&&& 

LT#l£>*l£PCR- S SCP&(0rita, M.,et al., Genomics, 5, 874-879 
(1989))£$IaVe££o 
[0 2 0 8] 

ffl^L/, 4^»tt»^&«&nfcDNAi:A>f^ydf>fXSi±fc«, PCRif 
P 5 l^£$e©DNA$T# F© S SCPMICJ: *J$I5£3 

[0 2 0 9] 

tufSlCfcV^ W&ft&£te&&&J> 5 (DNA) Sr^tftt««»tt 

. -^l^ra^^©^^#I^S:M^T^S 0 ^p5 1DNAIt 3*16$ 
tfe#***yttffiMEV*8rffl, »«&tfW8SlT?£5. tot, *^WKl^^*±iB 
F£bT©DNA®Tmcov>T* P 5 i£& 

^-#&#V^«tfcfsWW©p 5 1 DNA© PC RigflsXiglCfctf £iflff 
^fcbt©lft«f*3PFtCfeW6^»fii:.S:*flt'r*iilJCJ:y, p 5 1 DNA© 

4 8 miE#¥ 11-3030760 
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[0 2 10] 

£ftffB;£&©P 5 ' l£JS:/9>f^-M£MV*5«*fe«Jft*©P 5 1 DNAOPC 

r iffixstc is w z> mmmm zlx ©««8*»jc & w -5 tr - 9 mm n <dm it jc <t 
y, «*&«***© p 5 immyiHDfemzmmzfi ^^^ts. K^Scicfcv* 

rs y & -g- $ n & =fo © t* & 5 o 

[0211] 

i^©fi£lCj:otDNA^iffib, #e>tlfeDNA^{C, 02 — 
8 (145-1487) IC^ $ tl S ffiMB#I©— 9* & ^ if 4#>£ ©* S^e>ft*T>f^ X^ffl! 

atf^M&«»LfcSE0 2'-8 (145-1487)©-as©SSBB^fS:*tJ, 
« S * * ^ 9 X H0#@2#J © ^ 9 A V - *f £ £ ftfttt D N A jK U ;* 9 - if £ 
^M£i±T, «»S*lfeDNAWf^«:ii«S*&. «JB#fe 
e>tifep 5 l»ffi^««%aiCbT^^bfc^BB^S:^tflxa:tl[«© 

»»lbfc»iJIA#y9^^ KSrfflv^T, Mx.tfl0 3 ntf-. 10 4 
ntf-, l0 5 3if- l o 6 :3fc?-, l 0 7 ntr-^t>\ lO 8 ntf-0x^>^f 
-K&MSU 3tlfC±fH©0 2~8 (145-1487)©— gp©#5£@e#l£-£ifv^ 
*fcSP#BB#f;Rtf &3fc*!« L/ feH 2 ~ 8 (145-1487) ©-gp©4# ^@e?rj fc-^tf >^ 
*£«P#SJ#I©:79>f v-*f£ £if|«DN AtKU * ^-if £f£«SitT, W3& 

5^Rfg|tiDl»U, iC^fC*tfe^L, ALF&»'>-?x>f-(77A'T 
S/T*fcK)*© &»S/-^x >■!?■- J: S S S C P 3 3 fcfcj: y. 

tei® 3 o r ± 1TC IC T fr *> tl S „ 

4 9 ffiSE#¥ 11-303 



o 
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[0 2 12] 

* t jtm u -e©ac»^ra^ e> x * > #- f £ 1-s t:- * 
sittcty, jat#©p 5 i©ags©*>r7 r (as)€:Wjg'r*ri:««ffi3f5*. * 

. &#DNAKJ5W£lf-*1g«©tf-JMt,fc »J, SIp5 1DNACD^I^^ 
[0 2 13] 

o 

[0 2 14] 

^©MOfcftO^^ F&ftlJB-rs^iilCfcoT, f»ffilc||J6-r-sri:*c-c 
[0 2 15] 

mz*ftmiz±mm£.mv 5 1 dna^&^p 5 1 DNAi/tmt 

[0 2 16] 

ULtiM**J M2> ^&<h*;S2~ 8(145-1487){C:m£*l6&MB3flJfcb<& 
~ 8 (145-1487) {Cm$ tl 5 ^^©^Mie^Jt) L < l«©£MB?!JK:*B»»ifc 

ME#I© X tt£T fc / w :f y x-r 6 D N A Wf# & £ bt^ 

A,T?V**H£, <ftS©#G#£t>T. «!tt$U PCR&lC&^&fSii (MAtf, Taq 
[0 2 17] 

^f$M£ btit mif^lsi&^X^m^^^©^^^^^^^^^ 

5 0 ffiIE#¥ 11-3030760 
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[0 2 18] 
[0 2 19] 

Sria««r«L/<ttra«e©K:iB^J«3t"rSii:K:j:y, »4Sp 5 i-£ffiEtt©ifc 

v*ffiH«n?&«arfcfcp 5 ia^icg53*i-<5R^ii^s:Mm-r3i:^i?$s 

o 

[0 2 2 0] 

lot, #^tefrfr3M^£&^S*^(«Mp 5 1 DNA©@e#J8tf£K: 

<fc y. n h p 5 lae^tcwaf sw&fc-e^©** y-->^ 

[0 2 2 1] 
[0 2 2 2] 

sfot, f^ip 5 lw^fettiip 5 i (Dffiftmfem. w.m 

fc%«rtBT?&*. ^^^Sgflst*, £<Z>#i?K:fctt$ffrffi«ffiftflSfcJ:5p 5 lffl 

y #n--^;i/jfitt)£MVNT, p 5 1 K*©ffiat, Xttp5 1 WK®. 
^A*S:fcffl"r$£fc#ffl3feS. *»W©aJ3e«S©^#»3ifc«^i:LTtt, P 51 

5 1 ffiSE#¥ 11-303 



#5J2 10 — 100467 



A;yn^h±t'p5iiaii:SfS:mt^T'ts 0 p5i£t#tt& 

[0 2 2 3] 

SS(RIA), MMit^(IRMA), MMii^(IEMA)^* 
[0 2 2 4] 

J^tffi_tic#£t-<5p 5 1 i/iz7#-£%||&1-£;i£#^tg^&£ 0 ip5i 

i/ty* mmmwftz&ts&fcmmmtpiz&^TmwiLfcp 5 1 
r^yKsamsr^i-siiiKiioTjt^sti, ^p 5 1 u^7$-m&(DnLm 

[0 2 2 5] 

©V^Jl^S:;*? U-->^i-*SffiK:MV^«itlC *oT, ft-£%(p 5 11/ 
H7*-BLfoto: TK&*{t&to. seat, SfilMIr 

*u<«, p 5 i u-t-ft-zmm-fZo a^5;**y-->^fWcjgv^p 

5 2 tfJUlf^ 11-3030760 
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<z> m# £ <d is <z>^ ^ © mm -r £ 4&e tc j: o r is m £ ti s mm & tfe a* -i s 

[0 2 2 6] 

±°7#—#V<zf* FXtt, -eo^i:$:iI$t, ^vhT\ ttti: p 5 1 1/ 
P 5 l l/t^^-ffitt^Iftt^SoliI^P 5 l Uiz-7*-ZmW 

a« : sanctt^-e^i-sfecD^&^iitu, am (*^#*^) tea©* 

tt, SOftStlSB^Op 5 1 lst7&-Kft-tZ>m&£fcl*P 5 1 l/iz^ 

: p 5 ltfV<-7*\:i£<&<Dl&m<DRm£&&. P 5 lsKy<^K©/>$ 

[0 2 2 7] 

»^oT, #«©MfcS*^K»«Mfc^»&:/9*^y*© 

SSrfflVNTMiS^P 5 1 l/iz^-jKU F$:^ffi-r-5^=foM^T*^^ 

5 3 ftSEiff^ 11-303 



o 
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(PCT#fhkH§## : WO 84-03564 0 mM^tlfcV 5 

»J£U p 5 1 U±7^-^V177 K«r@ffi±KlH)ei-sr £ £ 

^^-sKy^y^KXtt. ^©Wr^KiM-rs^ttlco^.- p 5 l 

J: J: oT, P 5 1 l/-kzf# -#y 177 K© 1 Xtt**lJBiLt©#tJKft 
O ^M?:ftS^fn0/<^ F©#££%^ffi1-£3£#-5rfgT*&<g> 0 
[0 2 2 8] 

[0 2 2 9] 

* £##§fgfc J: ti«, J: y S&ttXttgcJt Lfc^ffi© pSUK'J^f KSS## 
® , >f> • tfsK (in vivo) T*p 5 lsK'J^f K©8MB 

ftC&ttfcjKy^^KXttfcaiT^n^ «ilfp5 17^K p517 

rtn^i«i«p 5 1 fcte©gB©8tett©H&5t#&&Xi»MS^ 

sfcfc, «&7^n^©«3ilcW-fsfi|*Bu *BH»M£Jg©#)£fc«o* 

< s a sc© y > ?*ic «k o r mz> z t & «rtg v & % . 

[0 2 3 0] 

£fc±!BJ: y?Sttxtt££Ufcfl£tt©p 5 i sify K8N*# 

5 4 11-3030760 
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^P5 l§§^#£|gfft-£3£:#T*££ 0 
[0 2 3 1] 

< ^MOiStf"®^* ^^677-737 (pharmacore) . $Stgf£© ^313*1$ 

fcy-rsrttfprfg-e&s. attests ftfc^T**- ^77-737^1,1^ 

[0 2 3 2] 
[0 2 3 3] 

^n->{tp5 lfB^JlCfcoT, -f-#&*©p 5 1 sKU K£A#LT, 
[0 2 3 4] 

&o&&m&P 5 l*gffiK:i&»&-5;*.<&J&*£?*\ HP*> p 5 1 MO? 
[0 2 3 5] 

5 5 ffilE#¥ 11-3030760 
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ssit'^^ ^yxvm&nmmiE sMM)$:m^f=.i5mzm7xT*n2> (ca pe 

ccchi, M. R. , Science, 244, 1288-1292 (1989) )„ 
[0 2 3 6] 

T*&v, z-v&m&ffiimmmzim. m^m^,m^}, u (20) (1996), #±*±) 

IC, ^|g^©ki hfMp 5 li^M^P 5 litte^fcii/SLT^lC^ 
[0 2 3 7] 

[l]. OT© (a) xtt '(b) ©MfiM^n- K«rfc=M#f*fc"r<&»l5 : y : 

(a) muztt+ys J Wmffi*mir&&&!R 

(b) ® 1 ic^-ty^ jmrnn^is^T, imh<itm<oy^jmifi^ 

He 

[0 2 3 8] 

[2], JS4T© (a) X\$ (b) 0DNA$:tt5li? 

(a) 02-8 IC^JlS&filB^JlC^T. 1 45 — 14 87 tC 

(b) 0 2~8lC^£;ri£&S@a?!ltC;}3V^ ^#-^1 45 — 14 8 7 IC 
at $tlS^*IB^J^^^^DNAi:x h V yv^y h&^#TTV\>f -/D 
** >fXU lop 5 lffit^tSSai?:n-Kt5DNA 

[3]. 02 — 8JC^StlSJ63SffiWe*SH h P 5 lMfc*, 
[0 2 3 9] 

[4]. J£TF© (a) (b) ©gfiI^3-FfS^D->fl:cDNA 0 

[0 2 4 0] 

(a) muzm-tysi ;mmwzm?zm&n 

(b) hi ic^t-rr^ smmmz&^x. imL<izikm<Dy$ smfixx 

5 6 ffifl# ¥ 1 1-3030760 
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[0 2 4 1] 

[5]. SAT® (a) Xtt (b) 0DN A*mt£ ? U-yit c DNA 

(a) ®2~8 &C^2;ft£&gI2#HC;J3^T, 14 5~1 4 8 7[C 

(b) 02~8 &C;^£;n£i&S@2?!IiC£VVT, Sltf 1 4 5~1 4 8 71C 
# >fXU lap 5 1^5:ft5iei^- KnthflfODNA 

o 

[0 2 4 2] 

[6]. 02 — 8 &C;m£*l£i&gHH#BC;feVvT. Sl#^1 4 5-14 8 7t^$ 

5 31 £ £4# •? Z> D N A 
[7]. T/^-TV-, -?U--7)L LTffiV^tlS [6].gB«©DN A 0 
[0 2 4 3] 

[8]. [l]~[4]©VN-rtl^©3te : f- (P 5 lit£^©7 WWfcfc^tJ) 
[0 2 4 4] 

[io]. mt<d (a) x& (b) ic^-r^eic 

(a) EaiK:^ > r75 7SiBB^i%^'t*se« 

(b) mi izB-rrz jmmmas^T. i^i,<itm:m7bmmm<Dr^j 

[in. [i] - [3] ©v^i*n^^cfB«©*^©a^S4fc* fett»e^j|fi*iJiAS 
^icioT^^tisisam^T-fes, [io]©se^ 0 

[0 2 4 5] 

[12]. [9]f2«©^£i«.£igiWrig#U #fc*l5l&*ift**£>8E8jSt&iaJK 

5 7 £f£>f$3p 11-3030760 
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[0 2 4 6] 

[13]. lru->jtp 5 1 cDNAfcffl^T, ^D->ff:p 5 1 cDNA t J®^ 
[0 2 4 7] 

us], p 5 •i*e : f-xtt-e©Ti/^#^e>35fcSEii 

[16]. p 5 lgBfr e>fc5E£i3B , 
[17]. ifiilAftp 5 lge^&ftSKi 

us], p 5 la^xtt-eoru^s^^^-rsafte^RSff 

[19]. P 5 1IfiS:fM^i:nEE 
[0 2 4 8] 

[20]. liiftp 5 lSfi^fM^i:t5gI= 

[21] [l]~[5]©V^"f*l^lCSH*©aH&?-«:fflVxSp 5 1 SfcttP 5 3R11^ 
[0 24 9] 

[22] . [i] ~ [5] o^?frmzmm<Dmte*it^?z>mmmffl 

[23] . [10] X tt [1 1] ffi«©g e R S: * S ft& #r£!lo 
[0 2 5 0] 

[24]. [l]-[6]<^)V^i ^ 4^^^cfB«©^l^$:Mv^T, Inji3®fij|^j&&#tlffl-r& 
[25] . [24] 0 * * U - - > IC <fc o T # £> *l 5 ij«<£>® 

[0 2 5 1] 

##§9?©§r;H«fc^{i, p 5 3MSXiip 7 3Ha$:zi- Kl-sit^ 

5 8 ffilE#¥ 11-3030760 
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n & * ©mis £ »«ff £ z: i: # «rtg £ & & „ 

[0 2 5 2] 

ps ne$:#iu P 5 na^p 5 ige©iie^?gtt^©«iB&8i^« 

[0 2 5 3] 
[0 2 5 4] 

p5iiait p 5 3 tmm&m®. (&mmmmm) mmm*,* 

[0 2 5 5] 
[0 2 5 6] 

5 9 £BSE#^ 1 1-3030760 
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[0 2 5 7] 
[0 2 5 8] 

mmmi n b p 5 1 5te^<z)#n 

(1 ) N p 5 imte?-<D9U--yifjkTfDNAi/->7 3iyi/>y 

X:7 0 7>fV-£/8^TPCR£fTVNififiIU &V^p73-F2-fe >X^v-f V-&t* 
p73-R27>^-fe>X^>f7-T*N e s t LTifUfc^o 
[0 2 5 9] 

P73-F1 : 5'-TA(CGT)GCA(CGT)AAA(G)ACA(CGT)TGC(T)CC-3' 
P73-R1 : 3' -TGC (T) GCA (CGT) TGC (T) CCA (CGT) GGA (CGT) A (C) G-5' 
P73-F2 : 5' -TA (CGT) ATA (CT) A (C) GA (CGT) GTA (CGT) GAA (G) GG-3' 
P73-R2 : 3'-ATGAAC(T)A(C)GA(CGT)A(C)GA(CGT)CCA(CGT)AT-5' 

7°7>f7-^j:t;t';^dT^7-fV-^MV^cDNA?:^b, 1 ZipLox 

9>f^y-SWU DNA&ttfflbfe. ^©cDNAO. 2 v g *mM£ h 
T_tlE:/^V-F IRTfR 1 &JSV*TTag Polymerase (^H B R L*±$g) <Z> 
SHBtflCfl&oT* 94TC"e30#, 4 51CT*3 0^ 7 2tT'3 0#$:2 5t-f 

2 &Ev*TH#©K/£CJ:oTitffiLfc. p 5 3 ?>m$I£*X6 172b 

3 Mft-<Dmte*tf2bZ> Z ttfWWLfr* -£©A> p G E M 7 (Promegaftjg) 
lC-y-^^Q-->^L. AB I377gtfr£/-*X>i}-- (ABItl) £JSV^ 

, #&M£oT£3SSBfll&*£Lfcfc::5, p 5 3 Jt^KS^CTS &©©. ffi 

6 0 11-3030760 
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[0 2 6 0] 
[0 2 6 1] 

D->$tlfcDNA|f^^|]fJffiL, BcaBest labeling kit (^?g 
SBcDNA^-f :/^U-£|^tCLT^Lfc:^ipSCD^>f ^7'J-2. 4X1 
JH, 8i©^i/T-f^n->^„ /I ZipLox&Cre-LoxPtf)^£:Jg^T, ^ 
X>f-^ABI 3 7 7iii/-^X>t- (ABItt) S^lC^o 
[0 2 6 2] 

&v>T*, fc&ftfcjtte^OifilSB^Jfc p 5 3 3tfc^;&tfp 7 sae^CDttMB 
#I£<Z)*B|10't££. GCGV7h^i7 (^>f^3>i/> • M&lftUfxrt y*r — £>\ 

<k$rMV*T (Person, W.R. and Lipman, D. J. ,Proc.Natl.Acad.Sci.U.S.A. ,85,14 
35-1441 (1988)), JRStl/fc. 
[0 2 6 3] 

fcutooi'n-^p 5 3$t^£efctf p 7 aa^iilfifv^Htts^LTv^ 

^y»JCJ:*Jtf3»S*lfc^*tt5 0, 8 94Tfeofc. 
[0 2 6 4] 

[0 2 6 5] 

-LIB T? » £> *l fc * n - > i~ 5 itte^- tf>£&g@B#I tt®2~8T*>^£;ftSo 
Z1©^@B^J«)^»#-^ 1 4 5—1 4 8 7##>lCte® 1 -em^tl-5 4 4 8 

6 1 ailE#¥ 11-303 
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^$tl^>f^SK^J{CfeVNT^S#^l 4 5-1 4 8 7lC^$tl^>^@H^JT*^$ 

*i£ i 3 4 4 u*?- K£-£A/e^fco sfc, ro^n-^^Wi-Sit^© 

I#f01#a~5 9Si, DNA^i«»14 2#S~3 2 1#i, 
U rf* Uif-2/3>^c&, 3 5 9f@~3 9 7#gtfeofe„ 
[0 2 6 6] 

p53lfi^p73iSge (0*p7 3b) ©T* >> m®J?lJ£ Jfcfcbfc (09 
[0 2 6 7] 

&£, 01OIC, p 5 im&<DM&ffite K*-f p53ietp7 
3 /3gS££=klC, i/3L--?MlZjjk-? 0 m*P. TAiig?|gftftm DNA bind 
ingttDNA*g^ffi«, oligo«^-y zf^ yif-^HV^^^tl-m^fc ^ 
p 5 1 hp 7 3 0«j£Wfc«£l$#«ttp 5 3fc;l3V*TI^T&ofc«£ttfc4$ 

[0 2 6 8] 

s/3>««tc^^&, -e*i-?ti©p 5 P 5 3ga&tf P 7 zm&<Dm%. 
r$;iij!i©«BttH:; p 5 isa&tf p 5 3g&ian*B:, ^*ien3 6%, 

2 2%, 6 0%, 3 7%;p5 1geMp7 3lfifim ^4-1^*14 2%, 

3 0%, 8 7%, 6 5% ; 5 Sgfi&tfp 7 SgBiaTIi, ^*l^?*i2 8 
%, 2 7 %, 6 3 %, 8 3 %t-feofc 1 #M) c 

[0 2 6 9] 

p5 1ia©4 4 87$;ij|I}t p73aIS©63 67^;ii 
S«fc y$g^*>tf)<D, p 5 1 ©£«5ttt:p 7 3 CD^^sK^r ^^SgfiPfiKOSfftH b ifeifiP 

[0 2 7 0] 

«±©*t*^e>, P 5 11001^75 y^SB^rj}*, p5 3^B&tfp7 3g 

6 2 tfitE#¥ 1 1-3030760 
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e©7 5 y»iB^K:raHte**»?<, *fep5iMfi^p7 3Sfii:offiliitttt, 

P 5 3getp 7 3ga©ffiBIffiJ:y fcWv^fctfSJEl/fc. 3€fCp 5 ige^ 
tfp 7 3gfiR|*Tftt, P 5 3§e&tfp 7 3ie^Xlip 5 3m&JkT$i> 5 15 

5 lgeil 7^ J WMn\"0\s\Zi&^T p 53gfi<):^p 7 3gmc£*ji£ 

[0 2 7 1] 

3&66g8 2 jE^H hiSS^CfettSp 5 1 mRNA^Olg 
(l) y-if>^ny h#*f 

jEflftH hfflifiRJCEttS P 5 1 mRN A(D|&3!£, ^yZh. • *U df^^ U^-^ 
[0 2 7 2] 

J-W-fUV Yfrm*. m&8>mmzm\ H hMTN^Dy h (Human M 
ultiple Tissue Nothem blot ; ^n — > # f±§sU J^U • 7;i/K ^jVZ7yf 

[0 2 7 3] 

IP*>, -e^btlfeDNA^ n->0PCRifi|lgjg%(DE c o R I 

(600bp : cDNA®5' 3§8lC*B^6) £ [ 32 P] -dCTP (^>*\k 
Zf^^i A KDNAy^'J ytf^rv K 'J >*-Y>A>f Aft) K^USHKU 

[0 2 74] 

~fU v^rJ y tflt. ExpressHyb Hybridization Solution (#n — y-f- 

y?t±m) zm^x. mmmmmicmmtinT^z>0kmz'&^xft\<\ BAS2000 

(FUJI) &J§V^*feffiUfc. 
[0 2 7 5] 

*§5lfcHl l&tfgl l 2ic3t\ El l tt*n->-^y ?*±<fcU^ 

6 3 ffisE4f ^ 11-3030760 
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V *Vif-S/3><Z>M^T*&3o @lltt#l/->2/tg, 121 2 0 
. 5 /t g(Z)3ftU A + RNA£#LT&i&L'fc ; fotf>T*&3 D 
[0 2 7 6] 

® 1 1 <D&\s-y&. 1 : 2 : J» % 3 : 4 : flu 5 : ffFBl, 6 : 

7: PM, 8 : fl£i»K:oV^T©»*S:-e*l-?*l*t)1-. HI 2CD#l/- 
1 : mammary gland, 2 : prostate, 3 : salivary gland, 4 : stomach, 
5 : thymus, 6 : thyroid, 7 : trachea, 8 : uterusCD^g^ %.m~$ „ 
CO 2 7 7] 

■ZOtt&Mk* H b p 5 lJte^il^Stlfc^Woai^OmRNA (4.4kb 
) ©»3Stt, P 5 3mRNAm^££;i3K2g^i-3/\'#->£teMi^lC, 
tf L3RB5tlftT*&y, #imiC£^T«=k«<2g3lbTfcy, -£*UCi^V>T5&S 
, trachea, mammary gland, prostate, salivary gland, thymus, uterus, stom 

ach, m. &r5vi>K©lS^?lap<»3SLTv^sri:««45j^ofc. Zvm&Mffi, 

(M^-Jf, adrenal gland, small intestine, spinal cord, spleen) "Clip 5 
[0 2 7 8] 

P 7 3*fc^©3&3B%ffi*RIS£tt*e&S. LfrU P 5 lJte^CD^tt, P 
7 3»£^CD$§3|£:m^bT^3*>tf)<Z> (RfCjfi|KT?553g^Be>*lS) , p73 

[0 2 7 9] 

£©<fce>tCb:hp51 Ifi^ P 5 3 itfc^&tf p 7 3 ftfiB<Z)?&$g 

o 

[0 2 8 0] 

H&SW^lCfcoT, 1^0HMItCfe^5p5 1mRNAi:tt, p 
7 3gB£EI«JC, p 5 1 Agfi&3- K1-3$g^:7tf-A£ p51BgS&3 
- Ff £<fc y«^:7*-A<Z), tmzXZf^J X^ntz.mM (alternativ 

6 4 mtE#¥ 11-3030760 
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e splicing variant) tf&&irZ> Z. £ #fc>}fro tc a ^#<£> p 5 1 Bfcu- 

F-tS^v^tf-Ate, f§©?*;i/# ^ >^ i/-fe yf# -ic^s-^-^ic iotfi 
^i?iT'^5 3 k bOmRNA^, M^fe^fl^lC^StlfeM^^VMnRN 

&t>ti% 0 mmm^£iz^ mi$;MMT*mm2nz>mRN A£&ttmmz, mm 

[0 2 8 1] 

P 5 lgQtp 7 3 gS©#alternative splicing variantO^lrGDiti^S: 
^.-V^lC^f 05:0 1 3^t-„ ;©p5 1B0mRNAtt, P 7 3 £ 

(ffjf) l:^gai$:3-FbTV^„ p 5 lA&tfp 5 1 B (DW5 

[0 2 8 2] 

y R&K «fc £ p 5 1 ? □ - > £ m&fb<Dm& 

c DN A^n-XDtfUCunspliced R N A # n _ >#§g#) £ 

*ifc£#>, zK^^n->©^^@H^j^e>>r>hn>8p^T*t (a 

2*7.9-? J A^e>&ifipl£*lfc^) JCPCR-eifi|@nr|g^2 0mer©^^>fv 
-£#$gU Genebridge4©^Mgi^#^^oT, fl¥#f£*fofco 
[0 2 8 3] 

AFMB 3 2 7 YD 9 hWI - 1 1 8 9 £0)1^1?, AFMB 27YD9*5>5- 
6 6 cRCtgtS^ilWofc. 
[0 2 8 4] 

nas#jf4 a^r^t: bmmmm£hL Mitc^wi) p 5 1 mm 

p 5 l»&^lcov^:g£;||ifc#&&tf)«:, p 5 3MMJ$rM^#;£i-£# 

^t&^p 5 i»^^i-s^ife>*\ £r~mmfc3-<z>mgk£t hmm<Dmmm 

6 5 ffifE#^ 11-3030760 
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ffiV^, &m<Dt&±LT l/>f#0flMB#«T?S (FASAY) (Ishioka et al 

Nat. Genet. 5, 124-129 (1933)) „ 
[0 2 8 5] 

^#©t b p 5 ll^&n - RLTVn£@E^JIC&^«I$&DNA$t#$:, 
[0 2 8 6] 

tB&tpT*m^Lfc B p 5 1 cDNA0itlt ftCD^ffilC^T p 5 3 c DNA 
[0 2 8 7] 

i o 2©iuiiS3(*©ifi^&^«fsnfe 6 7$c# P 5 i dn Am ncomm^mv 

[0 2 8 8] 

^3sap©*iBifii*©Ho-i-u-i (jcrbo 8 2 8), nm^mmmm 

<DS KG-IIIa (JCRB0611) (D-OCDlMicH^^&fc. 
[0 2 8 9] 

|&#ttS e r 14 5jii>5)Leu, ^#&G 1 n 1 6 5^5) L e uOD^MT'&o 

ot, p 5 30iESmig^t>tiT^§z:i:^mM$ti.-5 o £fc> M^fflJBSlcfi 

5fct-£mRNAlC&*i* ©splicing variant### bt 
[0 2 9 0] 

Kbmmmmizmvz. sscp& RT-pcRjg^nc^ssBB^jtSj 

lCJ:oT, p 5 1 |£M©#^£??o£:o neuroblastoma 8 #I> colon cancer 8 M 
„ breast cancer 8 $k lung cancer 8 $U brain tumor 8 $U esophageal cancer 
8M, hepatocellular cancer 8 pancreas cancer 6 M> renal cancer 4 ffl(D 

6 6 tE5SE#¥ 11-3030760 
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if 6 6M0t hK^CZ>e>*>. Btf> 1 WCfeV^A lal45*»&Pr o 
[0 2 9 1] 

[0 2 9 2] 

Mil P 5 i^««»jc«j:S3n--^(Z)«r«I 
[0 2 9 3] 

*$&m<Dl> 5 l^aiCoVNT, nU—-M&,mffltfej]%:m'<Z>fc#)iCS AOS 
2#0g®#HflS#f; (^f6##: ATCC HTB8 5) cfJ^^D ^>f t/>S$itt0 
#831:7^:*$ F (pBABEpuro :Morgenstern J.Nuc.Acids Ru, 18,3587,1990) 
iCp 5 l5g^=r>X h^* K P 5 1 JCHA#»L/fc»3K=3>^ h^^ h (HA 
^^ATGTATCCATATGATGTTCCAGATTATGCT=T ^ ^ ^IB^JMYPYDVPDYA £ n - 

[0 2 9 4] 

^fc^^^-te, p 5 1 DNAOn- K1K#»rJt (2 8 1 6*&g, 
1~2 8 1 6§#>) , fffiBp 5 1 cDNAlCHA^^$:#^fe®i^ j&tfp 
5 3 CDNA03- Kflg«IWtf (1 6 9 8 : 6 2-1 7 6 0#@ 

feSSAOS2iffl|iS$:5%C Og^fpT T* 1 0 % ? S/JI& jfcJfoflfSfcftl y n CD 
&tt&^S»pT?#aiL:fe:. 6cmi/t-l/ (1X1 0 6 Hfig/>>t-l/) lC_h 
IBSAOS 2jjffijB&£:^T> 2 4 BfrlSIIfelC p 5 1 cDNAl^tfi^Mp 5 1 
(pRcCMV/p 5 1) T*JgR«3l3i*:fc. (Hf^tC p 5 1 cDN 
AtCHA*y&tfttfcHAp 5 1, &W£Sp 5 3 3*g^jfetftc, n > h □ - 

6 7 ffilE# ¥ 11-3030760 
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[0 2 9 5] 

1 ft g COpBABEpuroS: Mamma 1 i an transfection Kit (Strategenefct) ScMV'^T 
[0 2 9 6] 

tfWoT^fc. L*»Lfc#*>, P 5 1 ©Ig^ttM^ 

LT^fc. -#T*&. HA#^©ttV%£p 5 1*^«U p 5 3 mte*tMU<D 

[0 2 9 7] 
H»«2 p 5 1 ©«^?Sttft«ffi8*» 

' Gi»Jc^.^*jWJte©|flihXttT3Kh-S/^©SI»K:M"r& p 5 3©lg;tj&p 

[0 2 9 8] 

P 5 3«K^?Sttfl;*l6K:J:oTW»S4l*r £#*ne>*l,T V^Wa f l;/^ 
-#-£RGC(ribosomal gene cluster)fe^J<DT^lC;i/^>^-if • IJsK-*- 

, p5 llg^l^*-, p5 3^^? #-3U£=3> h n-;i/ • #-©^r*i 
3^i:-»Jca • b7>^7x?hU #&nfe?g««&#**&8ISl/fc 1 y s a 

[0 2 9 9] 
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[0 3 0 0] 

mm^iz. m*(Dv 2 1 waf i •7n^-*-Tmzmffi2ftfe3-D<D§kytfri/ 

7 ^^-HM.te^-Mi&gatfm&ft&o TWAF-1 promoter lucj & % H O 

(Dp 5 3|gfii5:nl/*> h £^LTV^^£Mp 2 1 WA F 1 ^n^-*-^^ 
, Tdellj ti— o©±ill/^> h#&*J|&^;ftT^ 3^114^ rdel2j & 

[0 3 0 1] 

^£01 5&tf01 6 iC-etl^tl^-Tc ^©©Relative activity^, 
[0 3 0 2] 

@15it 01 4JC5*Ufc«*©yaK-*-*SH& p5 1|g^^7X^K( 
P51) , p 5 35§^^^^^ K(p53)£fc»^#-(Rc/cMV)(Z>#£ S AO S 2ffi 
5SC#ALfcl^©transactivation^'f4$:^f . -£©MIHfr*>, P 5 1 p 
5 3 tmmzp 5 3M0Il/^> hCD^^^JC^^^-r^^^^-t 

[0 3 0 3] 

01 6 p 5 3 m&&tfmmmzBznT \>^z> p g c v $ -wm%t 

P 5 lmmzf^XS. F (P51) , p 5 lJCHA«aLfe»3K^9^5 K (HAp51) 
, P5 3»5^$K (P53) ^fete^**- (RcCMV) «:J8^TH*iJ£fc3Uft 

sffofeiiems:^. hi 4 jc^ufcuaiig^tHaiK:. 

Stlfc. P 5 l^JBy^X^ K&Mv^fc*-£JC?gtt#g5V*©HU leader sequenc 
[0 3 0 4] 

^©^©H^-e leader sequence 35. p 5 1 \Z % p53i»; 

6 9 mtE#¥ 1 1-303 
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[0 3 0 5] 
[0 3 0 6] 

#nx trh-^§:#op5i at£^©$B3M&ss% &saos2 mmK.mM\zm\ i> 

fc. 5 lStfitf-Srlfcy P 5 1 ;Wft}cM#t--5c:h#f$! 

£>^£:& l J, -en^^fflflg^T^P 2 1 Wa f 1 ©l/^&±#$fS3il» 
ofeo p5ititL p 5 3 icioTn> hn-;i/$tiszih*^ 

e>*lTV^ p 2 1 Wa f 1 £f£#-££ £ Zl £ fc^^^c 
[0 3 0 7] 

m*ffl3 ©4«ji»cfcws p 5 1 *^y-xj& 

P5 1I£MI$:6 6*©J6#<©ij^aiWlfi(8ife©#ft^JH, 8 
& 8*©S**. 8i&©fl$lS> 8ife©IBIS*, 8£©*jitfk 8£©Jffiffl]|&K % 

^/l/? -f (RT - P C R - S S C P m&TfD N ABB^JSfc^iS&ffl HTUKfc. 

o 

[0 3 0 8] 

(1) RNAODHIg 

&#b£ c RNA»^-^^f9e>(3D5:i^iB®(Nakagawa,A.,et al. , N.Engl. J.Med. , 
328 , 847-854 (1 993) )©#$£T?fft{ttUfco 

(2) RT-PCR-SSCPMDNAfg^g 

^RNA0 5 n g ^Superscript IiaME^MRC^ ^ =r - B R LttS) t. ^ > # 
A • -7^4 c DN AKHE^3"£fc. cDNA©|2 0#@®-o© 

cDNAfcPCR *9*S©fctf>K:&J8 Lfe. PCR-S SCPli7>>t7f,^ 
&(Mashiyama S. et al., Oncogene, 6 ,1313-1318 (1991)) iC^o THifeUfec 

7 0 m$E#^ 1 1-3030760 
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zvMtfamztePCRmy!)* p 5 1 cdna^it 3ocD^-fv-T*i£ip§L 

[0 3 0 9] 

p c r \z&m l t=. 4 v - ommmm z j^t izm-t 0 

[0 3 10] 

p 5 1 - F 1 : 5 — AAAGAAAGTTATTACCGATC— 3 
P51-R1 : 5-CGCGTGGTCTGTGTTATAGG-3 
P51-F2 : 5 - C ATGG ACC AGC AGATTC AGA- 3 
P5 1- R2 : 5 — CATCACCTTGATCTGGATGG — 3 
P5 1- F3 : 5 — CCACCTGGACGTATTCCACT — 3 
P51-R3 : 5 -TGGCTC AT A AGGTACCAGCA- 3 
P5 1- F4 : 5 — CATGAGCTGAGCCGTGAAT— 3 
P5 1- R4 : 5 — TATCTTCATCCGCCTTCCTG— 3 
P51-F5 : 5 — ATGAACCGCCGTCCAATT — 3 
P51-R5 : 5-GTGCTGAGGAAGGTACTGCA- 3 
P5 1- F6 : 5 — TGAAGATCAAAGAGTCCCTG — 3 
P5 1- R6 : 5 — CTAGTGGCTTTGTGCCTTTG— 3 
oV%T\ U-n y>fmmWL-e l : 1 0 1C3 2 P dCTP&ICMtfe. MKL 
9 8*CT?5^ra3EttS-frT, 12*>bl 4^ra©^2 0 0^MCT5 

p G EM— t -r->>- • #-(^D*#*±§g)tf)ttnc^:/ • *n-n>^b 
[0 3 11] 

5 1 ©&£DNA*§-&1B«#7S ;iS«bfc^S(14 5&0A la^Pr 

7 1 ffif£#¥ 1 1-3030760 
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•frb. z.®&&m&&t$'?&p 5 1 attest*, #-#£tt3*e^-e&*#xtt# 

[0 3 12] 

ggftflH p 5 1 cDNA#AK£Sr#h-2/;*<J!>SNMtUa 
[0 3 13] 

y *-V<5X^£lfil^0Mc(l - 2-3)£ffiVx£#&C*flDT?Tofc (Kato.M. 
V. ,et al . , Int. J.Oncol . ,9,269 (1996)) „ 

[03143 

fcfc, V^X^filfa^$0»(l - 2 - 3$&fl£$0te % Friend spleen focus fo 
rming virus gp553HS^-© h 9 >^ ^ai— y ? v^^erythroleulemia^ h^tL 

[Xu et al. ,Jpn. J. Cancer Res. 86:284-291 (1995) ; Kato et al., Int. J. On 
co 1.9: 269-277] , ffiMJgffi (ts) P 53IS (p 5 3fMia (Alal353Val 
: MMM) : ts-p53ia) ©#£3!^t-£#fflfl«T&3o ts- P 53l 
® 0 ft. j1S©^#M^T*$>S3 7TCTttffliejC«lcm£U p5 3^BW 
ft^*fc^£ffl#«tB#38#;**xfcv^ 3 2Xt'ttifti:^!ltp 5 3© 
?Stt#SS#3*lS (Levine,A.J. et al., Nature 351: 453-456 (1991)] 0 3© 
mUWr^\%, 3 2X:'r^^^T3K^-^^M^$tlS3h7b^®E^c#^$4^TV^ 

So 

[0315] 

l-2-3«HJBS:, 5%C0 2 ^TT'l 0%^i/MMiiRPMI 1 6 

4 ommtpizTmmisfe. ik^x% iwcpRc/cMVMK^^-tb 

T> p5 1Ifi?^iAU am^iilTneorCfi^T, G418 
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[0 3 16] 
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y gland, 2 : prostate, 3 : salivary gland, 4 : stomach, 5 : thymus, 6 : 
thyroid, : 7 : trachea, 8 : uterusCD^^"^fe§ 0 
[013] p 5 1 SIS ©alternative splicing variant (A, B) CD#3t£:, p 
7 3 g ^alternative splicing variant (a, 0 ) (DM^tit^ L£07?&£ 

o 

[014] ll»«2K:Mv^U3K-*-«ai«S:«^e9K:^-rH-e&*. Bftf», 
WAF-l promoter luc&, zioO'p 5 3 |gti5:n l/* > h LT V^®F£M P 2 
1WAF l^Dt-it-ili, delltt-o©±^a:l/^> h #Jfc *J Rfc^tlT V> 
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[01] 



MSQSTQTNEF LSPEVFQHIW DFLEOPICSV QPIDLNFVDE PSEDGATHKI 
EISMOCIRMQ DSDLSDPMWP 0YTNL6LLNS WDQQ1QN6SS STSPYNTDHA 
QNSVTAPSPY AQPSSTFOAL SPSPA1PSNT DYP6PHSF0V SFQQSSTAKS 
ATWTYSTELK KLYCQIAKTC PIQIKVMTPP PQGAVIRAMP VYKKAEHVTE 
VVKRCPMHEL SREFNEGQIA PPSHL1RVE6 NSHAQYVEDP ITGRQSVLVP 
YEPPQVSTEF TTYLYNFMCN SSCVGGMNRR PI Li IVTLET ROGQVLGRRC 
FEARICACPG RDRKADEDSi RKOQVSDSTK NGDGTKRPFR QNTHGIQMTS 
I KKRRSPDDE LLYLPVR6RE TYEMLLKIKE SLELMQYLPQ HTIETYRQQQ 
OQOHQHLLQK.HLLSACFRNE LVEPRRETPK QSDVFFRHSK PPNRSVYPX 
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[02] 



TCGTTGATAT CAAAGACAGT TGAAGGAAAT GAATTTTGAA ACTTCACGGT 50 
SLIS KTV EGN EFXH FTV 



GTGCCACCCT ACAGTACTGC CCTGACCCTT ACATCCAGCG TTTCGTAGAA 100 
C H P TVLP XPL HPA FRRN 



ACCCAGCTCA TTTCTCTT66 AAAGAAAGTT AT7ACCGATC CACCATGTCC 150 
P AH FSW KESY.YRS TMS 



CAGAGCACAC AGACAAATGA ATTCCTCAGT CCAGAGGTTT TCCAGCATAT 200 
QST Q TNE FLS PEV F Q H I 



CTGGGATTTT CTGGAACAGC CTATATGTTC AGTTCAGCCC ATTGACTTGA 250 
WOF LEOP ICS V QP IDLN 



ACTTTGTG6A TGAACCATCA 6AAGATGGTG CGACAAACAA GATTGAGATT 300 
F V D EPS EDGA TNK I E I 



AGCATGGACT GTATCCGCAT GCAGGACTCG 6ACCTGAGTG ACCCCATGTG 350 
S M D C I R M Q D S DLSO PMW 



GCCACAGTAC ACGAACCTGG G6CTCCTGAA CAGCATGGAC CAGCAGATTC 400 
POY TNL6 LLN SMO QQIQ 
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[03] 



AGAACGGCTC CTCGTCCACC A6TCCCTATA ACACAGACCA CGCGCAGAAC 450 
NGS. SST SPYN TDH AQN 



AGCGTCACGG CGCCCTCGCC CTACGCACAS CCCAGCTCCA CCTTCGATGC 500 
SVTA P S P YAQ PSST FDA 



TCTCTCTCCA TCACCCGCCA TCCCCTCCAA CACCGACTAC CCAGGCCCGC S50 
LSP SPA I PSN TDY PGPH 



ACAGTTTCGA CGTGTCCTTC CAGCAGTCGA GCACCGCCAA GTCGGCCACC 600 
S F DVSFQQSSTAKSAT 



T6GACGTATT CCACTGAACT GAAGAAACTC TACTGCCAAA TTGCAAAGAC 650 
WTYS TE L KKL YCQI AKT 



ATGCCCCATC CAGATCAAGG TGATGACCCC ACCTCCTCAG GGAGCTGTTA 700 
CPI QIKV MTP PPQ GA VI 



TCCGCGCCAT GCCTGTCTAC AAAAAAGCTG AGCACGTCAC 6GAGGTGGTG 750 
RAM PVY KKAE HVT EVV 



AAGCGGTGCC CCAACCATGA GCTGAGCCGT GAATTCAACS AGGGACAGAT 800 
KRCP NHE L S R E FNE GQI 
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[04] 



TGCCCCTCCT AGTCATTTGA TTCGAGTA6A GGGGAACAGC CATGCCCAGT 850 
APP SHLI RVE 6NS HAQY 



ATGTAGAAGA TCCCATCACA GGAAGACAGA GTGTGCTG6T ACCTTATGAG 900 
VED PIT G. R Q S VLV PYE 



CCACCCCAGG TTGGCACTGA ATTCACGACA GTCTTGTACA ATTTCATGTG 950 
PP QV GT E FTT VLYN FMC 



TAACAGCAGT TGTGTTGGAG GGATGAACCG CCGTCCAATT TTAATCATTG 1 000 
HSSCVGGMNRRP1 LI IV 



TTACTCTGGA AACCAGAGAT GGGCAAGTCC TGGGCCGACG CTGCTTTGAG 1050 
TLE TRO GQVL GRR C FE 



6CCC6GATCT GTGCTTGCCC AGGAAGAGAC AGGAAGGCGG ATGAAGATAG 1 100 
ARIC ACP GRO RKAO EDS 



CATCAGAAA6 CAGCAAGTTT CGGACAGTAC AAAGAACGGT GATGGTACGA 1150 
IRK QQVS DST K H G OGTK 



AGCGCCCGTT TCGTCAGAAC ACACATGGTA TCCAGATGAC ATCCATCAAG 1200 
R P F RON THGI QMT SIK 
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[H5] 



AAACGAAGAT CCCCAGATGA TGAACTGTTA TACTTACCA6 TGAGG6GCCG 1250 
KRRS PDO ELL Y L P V RGR 



TGAGACTTAT GAAATGCTGT TGAAGATCAA A6AGTCCCTG GAACTCATGC 1300 
ETY EMLL K I K ESL ELMQ 



AGTACCTTCC TCAGCACACA ATTGAAACGT ACA6GCAACA GCAACAGCAG 1350 
YLP QHT IETY RQO QQQ 



CAGCACCAGC ACTTACTTCA GAAACATCTC CTTTCAGCCT GCTTCAGGAA (400 
QHQH L L Q KHL LSAC FRN 



TGAGCTTGTG GAGCCCCGGA GAGAAACTCC AAAACAATCT GACGTCTTCT U50 
ELY EPRR ETP KQS OVFF 



TTAGACATTC CAAGCCCCCA AACCGATCAG TGTACCCATA GAGCCCTATC 1500 
RHS KPP NRSV YPX SPI 



TCTATATTTT AAGTGTGTGT GTTGTATTTC CATGT6TATA TGTGAGTGTG 1550 
SIFXVCV LYFHVYMXVC 



TGTGT6TGTA TGTGTGTGCG TGTGTATCTA GCCCTCATAA ACAGGACTTG 1600 
VCV CVCV C 1 X PSX TGLE 
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me] 



AAGACACTTT GGCTCAGAGA CCCAACTGCT CAAAG6CACA AA6CCACTA6 1650 
DTL A Q R PIICS K A Q SHX 



T6AGAGAATC TTTTGAAGGG ACTCAAACCT TTACAAGAAA GGATGTTTTC 1700 
XENL LKG LKP LQER MFS 



TGCAGATTTT GTATCCTTAG ACC6GCCATT 6GTGGGTGAG GAACCACTGT 1750 
ADF VSLD RPL VGE E PLC 



GTTTGTCTGT GAGCTTTCTG TTGTTTCCTG GGAGGGAGGG GTCAGGTGGG 1800 
LSV SFL LFPG REG SGG 



GAAAGGGGCA TTAAGATGTT TATT6GAACC CTTTTCTGTC TTCTTCTGTT 18S0 
ER6 1KMPI6TLFCLLLL 



GTTTTTCTAA AATTCACAGG GAAGCTTTTG AGCAGGTCTC AAACTTAAGA 1900 
FFX NSQG SFX A G L KLKM 



T6TCTTTTTA AGAAAA6GAG AAAAAAGTTG TTATT6TCTG TGCATAAGTA 1950 
SFXEKEKKVVIVCAXV 



AGTT6TAGGT GACTGAGAGA CTCA6TCAGA CCCTTTTAAT GCTGGTCATG 2000 
S C R X LRD SVR PFXC W SC 
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[07] 

TAATAATATT GCAAGTAGTA AGAAACGAAG GTGTCAAGTG TACTGCTGGG 2050 
N N I A S S K K R R CQV Y CWA 



CAGCGAGGTG ATCATTACCA AAAGTAATCA ACTTTGTGGG TGGAGAGTTC 2100 
A R X SLP K V I N FVG GEF 



TTTGTGAGAA CTTGCATTAT TTGTGTCCTC CCCTCATGTG TAGGTAGAAC 2150 
F VRT CI I CYL PSCV GRT 



ATTTCTTAAT GCTGTGTACC TGCCTCTGCC ACTGTATGTT GGCATCTGTT 2200 
FL N AVYL PLP LYV 6ICY 



ATGCTAAAGT TTTTCTTGTA CATGAAACCC T6GAAGACCT ACTACAAAAA 2250 
A K V FLY HETL EDL LQK 



AACTGTTGTT TGGCCCCCAT AGCAGGT6AA CTCATTTTGT GCTTTTAATA 2300 
JtCCL API AGE LILC FXX 



GAAAGACAAA TCCACCCCAG TAATATTGCC CTTACGTAGT T6TTTACCAT 2350 
KOK STPV ILP LRS CLPL 



TATTCAAAGC TCAAAATAGA ATTTGAAGCC CTCTCA'CAAA ATCTGT6ATT 2400 
FKA QNR IXSP LTK SYI 
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AATTTGCTTA ATTA6AGCTT CTATCCCTCA A6CCTACCTA CCATAAAACC 2450 
NLLN XSF YPS SLPT !KP 



AGCCATATTA CTGATACTST TCAGTGCATT TAGCCAGGAG ACTTACGTTT 2500 
AIL LILF SAF SQE TYVL 



TGAGTAAGTG AGATCCAAGC AGACGTGTTA AAATCAGCAC TCCTGGACTG 2550 
SKX DPS R R V K 1ST PGL 



GAAATTAAAG ATTGAAAGGG TAGACTACTT TTCTTTTTTT TACTCAAAAG 2600 
EIKO XKG R L L FF FL L KS 



TTTAGAGAAT CTGTGTTTCT TTCCATTTTA AAAACATATT TTAAGATAAT 2650 
LEN LCFF PFX K H I LRXX 



AGCATAAAGA CTTTAAAAAT GTTCCTCCCC TCCATCTTCC CACACCCAGT 2700 

H K 0 FKN V PPL HLP TPS 

CACCAGCACT GTATTTTCTG TCACCAAGAC AATGATTTCT TGTTATTGAG 2750 

HQHC IFC HQO NDFL L L R 



GCTGTTGCTT TTGTGGATGT GTGATTTTAA TTTTCAATAA ACTTTTGCAT 2800 
LLL LWMC DFN FQX TFAS 



CTTGGTTTAA AAGAAA 2816 
W F K R 
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□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: . " 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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